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T I CAM- - F1"& c DNAf) £> ma^ftK 

i *9 ^m^0W<^tetJX^l&%«^ if^a^Xtt^ Z<D c DNA^ - 

T I CAM— 1 ^0#f&9§ * W< ^5C£#^ \£Sm*-& i J&T £ 3 

ffl # J: «9 Jfcg&ft^B i W * > ; < * » * ffiK-t & C *«rT *> 2> 0 
[0 0 8 0] 

(3) 7m-^WfT I CAM- UtFfOtfeTf^tffltt 
TW-^WSTICAM-lIt ^2ii^Wia^ I 

[0 0 8 1] 

* >;^ST I CAM- 1^\ *>f ^ilRNASrf&mtfcT L R 3 

[0 0 8 2] 

(Wvj frxKmPkLx^^m^MMn-?, 7W-^wfT i ca 

-^W^fT I CAM- 1 OfilllT^liv^II'f V^-7xn>pitt 
^ab-So fcfiU C^:il.Il^>^-7xny^l4tli(a)i:J:S^ot 
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[0 0 8 3] 
[0 0 8 4] 

®TW-^>a^ST I CAM- 1 fcav^iT^:/*-* >/<^RT I C 
AM- 1 Ztffimfrb LX&trm&tote. ">^^iSM^K • mtiffltLX 

m#>xmmx$>2>o ± t it (a) o^s^c i s i i^f v ^ - 7 x 

u><7>m^%M<om^ktLX, t>4 JUXtiSkm^ lfr&LfcllK ^-7in 
ftWF&VJ *x (HIV) KJ:oT3l£jgci$*L&&^14ft&^£^|£Si£ (A 

ids ;^w^m^mmm K%>mmx%z>t^k.bfiz>o tiz, tv??-? 

>s*?KT I CAM- 1 (±, ^j)V7,<Dmtkm&^MZfr%m±KTyy°f>- 

*y/*?KT I CAM- 1 Z^-mt&ztiziL »k *^;i/*S2fe^l»a*prt6 

o 

[0 0 8 5] 

am- 1 Lx^tsm&m*. mm<Dr&m\t uttif*i. -r 

_Lffi(b)Ofpffl^^<i:-S lS-f>^-7 in>o^^ta»Oj|S*fc L 
T, Ift&LtzlMJ >*-7*v>fc£%fflm&W&*%MX%&<DX\ ggfefc 

tBiE# 2003-3096230 



#M 2002-349015 l—i? : 23/ 




> 5g^14PBIK?LOT. Mtt 1 ; >/<Jt, B»Jffi^ ^tt> 

[0 0 8 61 

i^>c7)T% TLR 3 ^^-0^®±-e^t^v«Stc^iifflaTtg-rrab^o fcffL 

xm&w>&^&^rmm&)\z ii^f > ^ - 7 x n - t^t^ 

[0 0 8 7] 

*m&W%t$<OWftfc£ti&, tfTLR3li, fcAMfcHMS (DC) 
•fe y h 0>fe^^ tL^>o 3: £\ h T L R 3 «\ t h JJ§±>&«^ 
^Sa^^-e^^^tL^Ch^^^tLTV^ (M.Muzio, D.Bosisio, N.Polentar 
utti, G.D'amico, A. Stoppacciro, R.Mancinelli C.van't Veer, G.Penton-Rol, 
L.P.Ruco, P.Allavena, A.Mantovani, J. Immunol. 164 (2000) 5998-6004*5 X 
tfE.Cario, D.K.Podolsky, Infect. Immun. 68 (2000) 7010-7017) « Z<VZ-tlZ 

(±, tMLR3^iILt^'f7 , H>'^-7xn>^I4t» #K> 
h T L R 3 *%<D%m±rZ%8L-t%> t&lz, RN A^W fcttWLfc t § £ 

MtM**fflj^ n hm±&ffli&^ti s mft>fr2>o «t^*B»3\ rna^ 

fr* mPk £ tz (iH^il R N A ic J: h #yS*>RI > * * £ y^tMSM 
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[0 0 8 8] 

Tr-79-9>WRT I CAM- 1 fc^trFRr • ?6«EWO«^fti: 

[0 0 8 9] 
[0 0 9 0] 

[0 0 9 1] 

^IT I CAM- 1 tOi^ **vM47W-^WftT I CAM- 1 
[0 0 9 2] 

CAM-U±, TLR3fci#U I IM > * - 7 ^ nvol^tiit^^f 
TLR3 *^L^^^^Mg^^^mr^0^lff^#^W^^t-^^^<^W 
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# • 

2b Z) o 

[0 0 9 3] 

(4) 7W-^ s /^gT I CAM- l^If 
KX^ho %<Dtztb, 7 W^f T I CAM- 1 tll^TLR 3 t 

#KP£^£tL;g><b<?)T-ii&<, -E?lJx.(f. (Hashimoto- 
Gotoh, Gene 152, 271-275 (1995) Ife) , P C R & fflffl L T^SSB^J K £ 

Oft1H§5^jH$E£SN&* ? F'QuickChange") fcflJJB LTfc i v\, 

TLR3 «h#^ir^i-^>tt®i3J:y f lM^>^-7in>(7)^^ 

tlr3 twnwntt^^ttsf^icrija-f >^-7iO>^a^*iHiic , t"* 

ttf^fo7f7^-^>'^^KT I CAM- I <D^fc*mnKftWk-f & 
[0 0 9 4] 

f mmoHMflJ^^a £ 9 K> thTICAM-l^n75 

^W^Hi5tJTo 1 1 />f >*-n^*>- l^##^LT^i|wH4*^o 
(TIRK^>f>) <Dfrfrb%&, 3 8 7-5 5 6#§OT^ /mSS^iJ^'b 
ft * Rrt*. tMLR3i: #Hft XZ/IMJ > 9 

H M I CAM- 1 *#jfc-r&T$yBfeEyiJ<&9*>«>3 94-532 f@07 5 
/WJ^-S^t^^^TI CAM- 1 ^iitl.7^WJ0H^3 9 6 
~5 3 4f@(075y^J) £4>ft < t t*-r**#»-C**ttf, TLR3 
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[0 0 9 5] 

TLR 3 t!$&Wl' I M<< y9--7 3.u><nm2L*ffi&? 
W^tWoT 9 I CAM-1#IR bu^L^T 

^•/^-^ w^fT i cam- i tR»o|fffltt, 

[0 0 9 6] 

— ^ TW-^WfT I CAM- 1 H*5V>-C\ TLR3tfIWl:|S 
x. tt-2> T I R K*4>H3£**£C$**Llf, TLR 3 fcWJM3talfrfr"*-&te 

fern? %2>t^z.t!>*i2>o 

[0 0 9 7] 

LT, &&O$Sifc0ll*Ci&'<& * ? tMIC AM- 1 T<7 
*>OUt3TT I R K^>f> (3 8 7~5 5 6fg^75/W) <7>& 
^f>^^^I^W^ft:^LT$ «bK4 3 4#g (^lOt HI CAM- 

©7^yf (7'n'j>) ^^fyyciit^Sl^AL/; 
Jg** TLR 3 t:^btf ^i:^tl.ftf S:Mt^-^ I 

^5CT I CAM-U4VM4T I R K.* -f < t i> *<DWZmfaKtt 

Lt, TIRK^VOn^ ^4<H4 3 4fS©757^ (7"n'J >) £ 
^-tf— tt«Jfcfcas*£a*Ai - ih-fcr> h T L R 3 fc#LT#*WK*&'&-1-*teSf 

[0 0 9 8] 

i^)i^^TLR3 ^LT#*MH^i-&tt»«r«FO-^ II^f>^- 
•7in>(7)||^^St^-r^,ttK^M#*#oT^-7 0 ^-^^/^^KT I CAM- 
l^^Ml^ T L R 3 ^ f>TI© I S'f > ^ - 7 xD y ^t^ 

fcjt£IML-T, II^f>'^-7xn^|4*?llinii:^l5o *<ofe 



ffi§E# 2003-3096230 



mm. 2002-349015 I 27/ 

TW-^W^1T I CAM- KDfflWZ-frLtzTLR 3frhTffi<0 I 

[0 0 9 9] 

(T) JiSBSEft^^^R*^***^****^^ LT^trfiaWli, 
[0 10 0] 

[0 10 1] 

— tHI CAM- 1 *S^t±T I R -OSr^ft < t<>^"t&li >T 
I CAM-l^IfWLt, t MLR 3 KMLXm^^^^M^ 
%:t>ti2> £7 4 3 4fg075yi >) JJl^T I R K^^fVO— 

I|^/^-7xn v $^*14Sf Kill* £#ogg** Sffcffc* 

[0 10 2] 

%t 1 cam- 1 trnwu^ )vxf&skme> : f'® - temwtvx 

«L/i(b)©^«l!f (7W-^W*TI CAM-IW^M) fc* 
[0 10 3] 
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(5) m9kx.%SL'<9*- 

*&m\mzt&&z-%BL'*9 * mftLtzTy7?-?>^?WT i ca 

[0 10 4] 

7W-^w^fT I CAM- 1 ^I4$^rti:J: 0 % ®*<7>,«I*|K 

#<»^*mi: LT^E"e£>& i d L^ffi^gSrilCT, liy^ 

14*** &o 

[0 10 5] 

CL £T% ffiT&Lfcrr:/*-* w^RT I CAM- 1 i tzte*<Dm&fc*£.fc 

rt-ci^wct^-c^o -e*t*5>x.. Jit aam x * * - & , 

$m.^>7 ^0)^ jvxjS&^o^Kf • ?6*»Jfc LTOtm (DflWo 

[0 10 6] 

^am^sm^ - £ sai- * (3) * 9 - 1 
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[0 10 7] 

M&KttLT I CAM- 1 &^NS#L;fc«r£\ 

kml, ±.&\^fzmttmx&% t*<Dijmi?T MT I CAM- 

[0 10 8] 

(6) 7 W-^^^f T I CAM- 1 
Zi&mte&i&ffim*. 7W-^WfT I CAM- 1 ifctt*g#M*fc# 

[0 10 9] 

tfctti. 7W-^WRT I CAM- 1 • ilfl:ffflt^l.tfi 



[0 110] 

T Vy°? 1 CAM- I t'&m i )l<~$k^-$-2>in>^ ttz 
it T L R 3 L T#Hift & g i: I SL4 > * - 7 n > <dM£l *mm 

t^MiWi^7W-^^^lT I CAM- 1 (Dm&fctVfc&ttJfc 
%k&1r h T L R 3 ^ TijfLO Il-f >^*-7xn^l4i:IJ^t 

Ms3i£Mrbt\ IS-f y ^ - 7 x □ j(pit ^ i t H i 

(r) ttttmmm<omimtLr<D#m&. U) 7Mi-ttii«^Jt 

[0 111] 
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icAM-i (tfzimffinmmzw^mfo) ^fm^&^aii-tu^ - 

[0 112] 
[0 113] 

<D%rWi&;, Wx.tf, A^f/iJ K-v^ (Kohler,G. and Milstein, C. , Nature 
256,495-497 (1975) ) „ f'Jt^vfe, t h B-II^W ^'J K-^S (Kozbo 
r, Immunology Today 4, 72 (1983) ) i3 X V?E B V-^"f fV K-^j* (Monoc 
lonal Antibodies and Cancer Therapy, Alan R Liss, Inc. ,77-96 (1985) ) & 

[0 114] 
[0 115] 

t mimmmr c - 5 *±. mik^mftm mmm-o < tfTtms^ 3 - 
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1-1) <Z)"Riken Cell Bank"^^fe^ ttTV^ i><DfrbymLtz 0 ttz, lih 
0±&*HJI»H e L a i±> j$fflffi;£1*± (3fc«SBJ3cEWF3SBf) ^<b^LT 
Hv>fcfc<&T*&o II^TftfflL/cHEK (t fMll) 2 9 3IJ&* 

tbTLR3(iM^t\ h T I CAM- 10mRNA{±fi*Tft^l/^ 
^•Cf^LTfc (®tfL.&v>) o 
[0 116] 

1MMRC- 5 ^ «t tKjfflU&t^H e L a ti, *-*l-P*l5M:% (He La) * 
/;lil0li% (MRC-5) WWtftFCS (JRH/UWiV^tt 
) tte&Kfcfc^&DLfcMEM (a^M-^Vigifc) tf-C«*L^o HEK 
2 9 3mmi*. 1 0fi*%<^FCS*3J:^^MS:^PL^DMEM (*>^ 
^n^^-^^%) ^x^mLfz 0 
[0 117] 



#V (I ! C) (is Amersham Pharmacia Biotechtt^fcJfcA Lfco 'HV^y 
> (polymixin) B , #lHCS 0 1 1 1 : B 4 <D±mm^^> LPS ('J ; 
hTLR4KJ:o TBWS ft* ^ 9 A &t£m OHHM^ I T L P S J 

£BfrSB1-&) > is XI gGUi, Sigmatt^?>SAL7to v^n7^X 

v »; KM A LP-2li, M.Nishiguchi, M.Matsumoto, T.Takao, M.Hosh 

ino, Y.Shimonishi, S.Tsuji, N.A.Begum, O.Takuchi, S.Akira, K.Toyoshima, 
T.Seya, J. Immunol. 166 (2001) 2610-2616£fBtt<Z>:£&TMPiSiL.fco ^h<D 

mmt*. lps^t, mmmwLvffifctfv ^->^b (io^g/mi) k 

J: o X 3 7 °C-C 1 ftffltikm Ltzo 
[0 118] 

(nMLRWt-?>*y^D-t;«) 

M L R 3 CJtt 4 € y ^ n - 1 (TLR3. 7) Ui^HLR 
2^n^^n-t^# (TLR2. 4 5) It, ^frlfcffiftl £gS«fc£*l 
TV^^>^"^ (Xu, Y, et al., Structural basis for signal transduction by t 
he Toll/interleukin-1 receptor domains, Nature 408: 111-115 (2000) 
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imazu, S.Akashi, H.Ogata, Y.Nagai, K.Fukudome, K.Miyake, M.Kimoto, J.Exp 
.Med. 189 (1999) 1777-1782#fiB) 0 
[0 119] 

t MLR 2, H MLR3, M y D 8 8 > i3«t tKM a 1/TIRAPOcD 
NA£. Ilx-ftthGM-CSF (PeprotechM) 9 0 m^mLtz t: 

b<7)^«^'b#^tL^c DNAHPCRt:iot4SU BffLl&tW^ 
^^^-pEFB0S4 J (^n-->W-it% tfTLR 2f&S^^^- 
, thTLR3, M y D 8 8M^^^-> iSitfMa 1 /T I RAPM^^ 

[0 12 0] 

H hTLR4^^^^-*5J:lFMD-2^^^^-(i> H^^it± (m 
K-X^mik^mmffi) >5^JittLTTIv^~kO-C&& (Shimazu, R. , et at. MD 
-2, a molecule that confers lipopolysaccharide responsiveness on Toll-li 
ke receptor 4. J. Exp. Med. 189: 1777-1782 (1999)#M) 0 
[0 12 1] 

N^KFlag* (Flag^lt) ZWftzt Y T L R 43&5L«^ *-*5 «ttFN* 
^KFlag^'Httf/ifc: bTLR 2^^^^-fi^-^-rtt. l:hTLR4£J: 
^MLR2^3-Ktl, cDNA^, N^KFlag* ^«r#tt^"/9^ 5 K 
^^-pCMV-Flag (Sigma1±M) KlB.^ifr- t *9 ffc£ Lfco 
[0 12 2] 

t h CD 1 4f&3£^**- (pME18S/CD14) (i, tS*ttlte± (ftife 
[0 12 3] 

TIR K*>f >*:^fe$*fcl2 MLR3^Ift (TLR3?:W375 

ymsB^iJo^*. i~7 2 9#gor^y^iE^!j^f)^*^>^^® ; OT. rt 

MLR3 d e I CYTJ tWtl) *a- c DN Ate, t MLR3© 
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cDNAHPCR (#V*7~ IfiSRRJS) KioTfpMU 3&3^**-p 
EFBOSt i:^n--V^LTt HLR3 d e I CYTHI^^^-i: Lfc 

o 

[0 12 4] 

hMyD 8 8^3Ktt>P®tt ( ^> h 4 7*) &^H# (tfft^ 

T ¥~f 9 — 9 MMy D 8 8 £#J&-r&T ^ SWtESM<7>*> % 5 2~2 9 6# 
B<DT$sm.Wfflfr ; rT I RMy D 8 8 J tffii") £ 

n- c DNAti, #flMffll&HcP 3 9WcDNA^t>PCRCio^SL 

, Hii^* ^-pEFBO S 'tHc&.^&A/'eT I RM y D 8 8 * - L 

fe. 

[0 12 5] 

t bTLR 3 tcistt^ 7 9 5#SOT5 7^ (79-V) £ * S> > 
LfcjE*fle (A 1 a 7 9 5 H i s ; h T L R 3 A795HJ fclBi" 

) fcn- K^SSS^**-* &£&Ty-?9-fr=f-Ma 1/T I RAP 
TO14&^H# (7m-ffla 1/T I RAPfc*5lt& 12 5f@(075 
(yn'J» tt^f^>t:fftlf:It^t^i#; Ma 1 Pro 
1 2 5H i s ;mT, TMa 1 P 1 2 5HJ fcffi-T) ^n-Ft^ cDNAIi, 
*-*L-e*Lfc MLR3iJJ:0 f Ma 1/TIRAP^P> TQuick-chang 
ej M»5£^&3£*iN&* ? > (StratagenettM) &ffivvr*&£Lfco fLt 
. t MLR3 A7 9 5H^3- Kf & cDNA, iSilFMa 1 PI 2 5H5: 
K-t^ c DNA*-t*LW/9* 5 K^**-pEFBOS£&*&tr£fc 
thTLR3 A 7 9 5 Hf§i&^ * - is £ IfM a 1 P 1 2 5HM^ 

[0 12 6] 

HEK2 9 3 mm<D hy>^y^^^3>KXt), tHLR3^ -^ilR 
N A O^Hftt 1 & & U (I : C) O^&T^T^-^My D 8 8 £?zi±M 
a 1/T I RAP^lt^^tMSltS^if^^il^o 
[0 12 7] 
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[0 12 8] 

2 4->x;WV-H^)HEK MEfK) 2 9 3» (19x^>) 
2 X 1 <)5«) Sr % aMS^AffiJ&^a-VttlM [Lipof ectamine 
2 0 0 0jf£|g (GibcottS) £ffi^T, A/->7x5-€«:aieUNF-«B 
* Mitt (Stratagene*fc$L 0. 1 pi g) t* ( 1 ) * (2) 

T I RMyD8 8f££^**- (0. 2 ^ g) „ (3) T I RM y D 8 8 Hil^ 
? (0> 0. 05^gs 0. 2 fig* tizitO. 6 fx g) &&Tf\z MLR 
2!§5I^*- (0. l^g) > (4) ^J??-* (5) TIRMyD88f 
3^**- (0. 2/ig) , (6) TIRMyD88M^^^- (0, 0. 0 
5fxg* 0. 2A£g. tfziiO. 6 fig) iSi^hTLRSM^^^- (0 
. 1 ^ g) , (7) (8) Ma 1 P 1 2 5HM^^^~ (0. 2 

fi g) * (9) Ma 1 P 1 2 5 KmM.^?*- (0. 0. 2 M g* ttzteO. 6 
^ g) &£U?\z MLR 4/C D 1 4/MD- 2 9 — (0. 3//g) > 

(10) (1 1) Ma 1 P 1 2 5HS&3^**- (0. 2/zg) , 

ttzi* (1 2) Ma 1 P 1 2 5 HS§?1^*- (0. 0. 2 ^ g, 4/ifiO. 6 
^ g) ^itJftHLRSM^^-.lO. 1/* g) tCiot afiffiW^h 

tL^DNA^Ufi (0. 8~1. 0/ug) SriHiEL^o 4fc. fi^>fn^v 
tLX* 7*7^5 K^^^-pCMVj9 (Clontech1±^ ; 5 n g) *fflv^ 0 
[0 12 9] 

FB0S-C&&O 4^ rtMLR4/CD14/MD-2M^7^-J 
(i. hTLR4^l^^^-hli hCD 1 4M^7^-tMD- 2 3&3£^* 

[0 13 0] 

b5^7i^>02 4HWt^ (1) ~ (3) Ol>7^7x^ M£tf>*fflJ|& 
fcli^'J 5 ^ry VBT'JliUMAL P - 2 (10 0nM) t\ ( 
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4) ~ (6) fcitf (10) ~ (12) <D f7>7x^ Yfe<Dfflm*1g%l<Ofrt 
tziitfV $*isyBX~$mLtzyFV (I : C) (10^g/ml) (7)~ 

(9) (^) h 7 > 7 x ^ ftO^ J ^: (i L P S (lOOng/ml) 

t?, -ett-^tL6NF»J^Ct^o «M»^7 7 7 (PromegattUD Tr 

}#tiiL£o CioitBt(:o^T> f7>^7x^M<7)|Jti:j:^NF-/tB^ 

[0 13 1] 

1 (a) ~ (d) KJEKfetfcttJRfeTfjiPU h7^7xnti:«i^^ 
3&>o£ (^%0«^T^iJ^cL/c) flBJE^Vv?^ — lffStt^iliJ5e'(lS:^ Ell (a 

) ~ (a) K&&x~miro frisy^^-ifWi&vmfem*, y?>*7*9 y& 

[0 13 2] 

&\,^ p-12 5 1 u c 'j* 0 -*--/^** KfcJB^fcy ^-^-itte^ 
[0 13 3] 

i<?) Tp-125 1 u c KJ ti. ^MiK^-k^m^m 

^<D®nmi®Wc&frbfe^X^tzi><DX*1bh (T.Taniguchi, K.Ogasawara 
, A.Takaoka, N.Tanaka, Annu. Rev. Immunol. 19 (2001) 623-655#M) o p-1 

2 5 1 uc^-^^X^ Kfi, l/#-^jt^HSS^^-iUO rtr 
y #v->(Picagene)J ;i/^7x7-lfWf-^7'7^5 K 

ttSD i:^Lt, th/f>^-7xnyjj7 , Dt-^i3-W^ (-12 
5-+19) &#ALfcfcO-?ab& 0 
[0 13 4] 

p-12 5 1 u c 3 K*rfflv»fcy*-^-aMg^f&3Bry 

JVy 7 x 9 -b*«:lS L^N F " " B I/**- ^I^f Cf^it p - 1 
2 5 luc^f-^-77^5F (0. 1 /* g) £ffiv>£*i: N (1)~(3 
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) <0'<jr9-\ l Zj$x.X, (1' ) (2' ) Ma 1 P 1 2 5HHI^ 

9 9- (0. 2^ g) . ttifr (3' ) Ma 1 P 1 2 5HHi^^- (0, 0 
. 2^g. S^tiO. 6^g) ^iO f tHLR4/CD14/MD-2§l^ 
99- (0. 3^g) ^fflv^^t. (1) ~ (3) ^^-»Tf7> 
^yx^M^il^i^t^liLPS (lOOng/ml) X*Mffl.-f2>& 

[0 13 5] 

fit, f7>X7i^ H£03M»£ £&-f >^-7^n>^ -/n^-^cofS 
^b^^v^^i-;vi>-7i9--fe*0?Srtt^MaL/zo #<b tifzWlfcm*. 12 2 

(a) ~ (d) izmi (a) ~ (d) fcpg*Jto^8rc^"to 

[0 13 6] 

*nnmi?i±, ^xr<D^mmhfitz 0 

[0 13 7] 

f 7W-7>?-MyD8 8 (7>Ptt7F«tt*^#T I RMyD8 8Wf 
m*. hTLR2fc^Lfcfc MLR2 0'J7J"> KM A L P — 

K B<Di&m\:Z^L<mmLfz (Ull (a) ) 0 Z-tiKtt LT, 
T -fl-^M y D 8 8 OgIt£^tt&i£#M$T I R M y D 8 8 ^ 

MLR3^lfc*°'J (I : C) ci^NF-^B^i^v^-yxny^ 
^□^^^-^^^(itj^/.^f^^^.^^^^/i (El l (b) ££^12 2 

(b) ) o 

[0 13 8] 

T 9*79 -ttM a 1/TIRAP (Om^^^U^WM. a 1 P 1 2 5 H £ 
JBv^mi&^^KiS^T. TW-^Ma 1/TIRAP^MLR3 
&^&v^M*Ml;:^L&^£hk^£*Ltf: (Ell (d) ££^12 2 (d 

) ) o 

[0 13 9] 

^titiittMM^ \l HLR4^nLPSi:iSNF-«B^ < tO f 'f > / 
^-y^ny/j^n*-*-^^}^ 1/TIRAPO 



tBIE# 2003-3096230 



&m 2002-349015 



^-v> : 37/ 



IttW^»Ma 1 P 1 2 5HCJ:o-r^c7)»^Dria*$tL7t (Ell 
(c) , BI2 (c) ) o 
[0 14 0] 

&±<7)%%Wzfrb, t bTLR3t:io-Cl^^tL^^>3'-7xn> j 8(7)I4 

1 RAPi:Mt^^^tW^^o 

[0 14 1] 

C^»0 2 ; * -it^^^r ? -t ^ ] 

2 4?x.)V<Dy°\/- hiiOHEK hKWlii) 2 9 smm (l")x;vif^ 

2 X 1 05^i) itf5^SAffl#^*>14Jli® Pi^x^ >T3 XLipofect 
amine) 2000J tOIS (GibcottS) £fflv*T. ;V^7x9-^MUNF-« 
B Htf-* ffltt (StratagenettSL 0. l//g) £ fctip - 1 2 5 luc'J 
tf-?--??** K (0. l^g) £^?*-> tMLR3M^^~ 

(O.l^g) ^ tMLR3del CYTM^^^- (0. 1 ^ g) > Sfcti 
H hTLR3 A79 5H§&?&^*- (0. 1 fx g) tlCiot, «ffifi<Jfc h 9 

[0 14 2] 

f5^7x^h02 4HRI^ (1) ~ (3) <Of7>7xnWi 
*J&*0*4fe*±#y ^^yVBt^IU^f'J (I : C) T'6B#F^J^Ct^ 0 
^V>T, tt^»^>7 7 (PromegattM) -CWtlLfco COvttM^^T 

[0 14 3] 

3 (a) (b) Kil-fe-e^U b 5 >^ 7 x ^ h /c C^ittl 

<^<^-e$!j^tL^) m^^^y^^-^^M^m^, @3 (a) (b) 

[0 14 4] 



miE# 2003-3096230 



mm 2 0 02-349015 



^- S J: 38/ 




[0 14 5] 

t HLR3^<bT I R V*<< >Z1imL?z?>s*?M~e$>2> 1 £ h T L R 3 d 
e lCYT^3-Kt^cDNA^h7>X7x^Htll)His leMfl^ 

(I : C) kjd^l&^o*: (HI3) o 

[0 14 6] 

H>TLR3«fi#tMLR3 A 7 9 5 H£n- K-fS c DNA* 
h7^7x^ b L/c«{±> TLR 3 d e l CYTfcEI&fc. *°V (I I C) 
^-t^je^tt^ofco i^fl±> t: MLR 3 Ki3tt& 7 9 5fSOT5 

[0 14 7] 

CltUCfcfLT, T I R K*>f y^ts\L h TLR 3 ^HILtv^«ii, # 
V (I : C) &c££]|iiMoTTM >^-7^n^ i syn*-^-Srj&tt'fktfe ( 
03 (b) ) o 

[0 14 8] 

C^«J3 ;ffmr 9-79 -a^po** v zxm&) 

9 >^?Mtmg;&]t l ~£&1r2>Ztm%BZfrtz (04) o 
[0 14 9] 

[0 15 0] 

-f&;b*>. tHLR3©TIR >fc#LT##ltoKf§^1-&#r&7r 

- 7J - (MATCHMAKER) 7 - • M7'J 7 K • v^7A3j (CLONTECHttm) V> 
T> cDNA7^7*7'J-^4 I ^'bt MLR3<7)TIR W V tfflSffcBJi" 



tbiEW 2003-3096230 



#M 2 0 0 2-3 4 9 0 1 5 ^- i? I 39/ 

• • 

[0 15 1] 

W^-pGBKT7 (CLONTECHttM) <D~?)V^-? u-~>? • -9- 
OWU thTLR3©TIRK^'f> (fc h T L R 3 T 5 J W. 

WM<0*)%7 4 5-9 0 4fg©7< /^Ifi?!)) isir/t: MLR 4<7)T I R K 
^^f ^ (t>TLR3 «rfltJS*f 5 y^BB^!lO-9*>6 2 5~7 9 9fgOT5 

ait) 7"^* 5 K^^-tLT> K^?*-p G B K T 7 - T L R 3 £ 

j:^^^ M^^-pGBKT7-TLR4^SU 0 i&^BT-G 
AL 4 0fMK^^f >Olll^^^-'C^>^)7 p ^X< K^^?-pGADT7 
(CLONTECHtt^) £*tU th©W$<7) l"^? f-.*— J cDNA7^7 
V- (CLONTECHM) v»*>*J>*«i»y9^5 K^^^-#«rf^« 

[0 15 2] 

-etT. SW&iftKiJUT, @£MM&I*AH 1 0 9 (CLONTECHttM) flT" 
7^n^^^-pGBKT7-TLR3t, -J cDNAy^f 

LTf±> Sherman, F. , Fink, G. R. , & Hicks, J. B. Methods in Yeast Geneti 
cs. Cold Spring Harhor, NY: Cold Spring Harhor press. (1986) KfgffcS tltz 
i><D*m^tZo 

[0 15 3] 

o i^f^ X^'J-^V^t^l, 0 0 0,0 0 OOIS^HP^> 500 
^o-y#SD-Trp-Leu-Hi s-Ade/WF (h^^r^ 
D/fy>, t^v^ is «fc t>*T 7*- > O & v> S D (Synthet ic Dropout)^*^ 

[0 15 4] 



ttiiE^ 2003-3096230 
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40/ 



[0 15 5] 

BLASTttfj»#fi:J:D, ^n->2. 3Al-l^NCBIOEST (Ex 
pressed Sequence Tag) IE?!}^«b3f 5fe£*Lfc h^S&ftfcmRNAK^JC L 2 
4 7 5 1 «r^trifc3&»W^^t*o^o iA»5' ittftOl 2MW^ 
»mRNA TLOC148022J O 3 ' 3c3®£fi£o£ 0 
[0 15 6] 

CL 2 4 7 5 1(i, t bWA^TLOC 1 4 8 0 2 2 frbfz^fz 7 5 
b p L^JitLTvifcjfrofcfcv*?^ iSitfLOC 1 4 8 0 2 2<03 ' 

[0 15 7] 

itL^5t^i"^>7t^H, LOC 1 4 8 0 2 2^i:tlLtv^5' ^y^^- 
iSXTFCL 2 4 7 5 1 4><93' y'y 4 v-^v>tR T- P C R *ft*otz 0 m* 
<OMm& X xrmk<Om R N A . M $ *Lfc D N A®f>t ^ritiPIi- & d t £ 
Lfco ZflKX *K «§§BJ3#^«±. LOC 1 4 8 0 2 2£J:iTC L 2 4 7 5 1 
y^tL-rtU «7W-^Wf^n-FncDNA<7)5' BfM-iSJ:^ 
3' Sftf--C**i:*£»Lfco PCRi:J:ot#t)tL?t2oOcDNAifrtlS 

[0 15 8] 

iO^^fS: TTICAM-1 (TIR^Tm- 
55^-1) J tfiT%,Ltz 0 
[0 15 9] 

J&T4>2rtt"Cl£ > T I CAM- 1 K^LT*II§M££# 
o-7<)^ftJUO^ W^RT I CAM- 1 (^^TICAM-1) ^Bv^iL 

[0 16 0] 

£1% E ST^f^tLO^v^^OcDNAOlSSa^Pjt MICA 
M- 1 iznm&*&-t Lit bZZ^ bhTI CAM- 1 iZttm&Z 



tBIE#2 003-3096230 



#M 2 0 0 2-3 4 9 0 1 5 ^- v I 41/ 




tn-7^^LOC 2 2 4 8 9 9rfM>-ofrt), Z<DM.&mU t K Y T I C AM- 
[0 16 1] 

-ec-e, t mi cam- i <7>-? v xmmfoz ^ - v-t^i>otm^^fz^ 

<)XL0C 2 2 4 8 9 9 <OT ^ yRRfllfcov*-^ B LAST/D^7Ata IJ 
„ K M I CAM" 1 / ii^t©«Httj(t*»*fS:ffofco #*rft** 

H5i:^to tMICAM-HW^gjsi^^^TICAM-l 

nor < sm&mi*. cT>NA<Di&mmmfrbMfeLtzo ztib 

? >si?ft<DT § SWtESMl*. C 1 u s t a lW^v^75^>^ > Y Lfco 
[0 16 2] 

El 5 tCjs^T. thTICAM-107^/f@e?iJ5: ["TICAM-1. hu 
J „ 7->^L0C 2 2 4 8 9 9 <D T 5 J W&M & l~T I CAM- 1 . muj hU 

Ltv>i» 0 us icis^-t. yx* 1 ;*? (*) am— <o^m^ U 2* (:) 

[0 16 3] 

0 5<*>*&#j&>^ EST^f.t^U:v-)^LOC 2 2 4 8 9 9<DT$yWM 

k yt i cam- i or ssm&mt&i&Km&Lxis*)^ *-*u9>*.. t 

-)^LOC2 2 4 8 9 9^\ t: MI CAM- 1 nfoX*%> & vfmW 

ft^Ztimbfrt&vfco ZOZtfrb, 7-)7L0C 2 2 4 8 9 9 ^, 
T I CAM- 1 (DTVXffimifc r^^^TI CAM- lj i:^U: a 
[0 16 4] 

t M I C AM- 1 i^^^T I CAM- 1 li, Hi 5 ^*K±.B.X*^ 

T I CAM- 1T'{±3 9 4-5 3 2#g«0T^ y^@S?'Jtr& *K v5*T I CA 
M- ltli3 9 6-5 3 4#SOT ^ ^ BfcE^J'TNfcoifco 
[0 16 5] 

i<7)7^7^T I CAM- lit, t FT I CAM- lOTIR K^^f^^N* 
(HI 5 #fiS) o v-^^TICAM-ltt, \L hT I CAM- 1 iZftLX 5 4%<D 

tBIE# 2003-3096230 



#02 0 0 2-3 4 9 0 1 5 42/ 




[0 16 61 

tfTI CAM- 1 is <fc U^^T I CAM-lOcDNASil^i^ 

*K -?-^^<^G enbank7n7V3 V^-^ti-ett-e^AB 0 8 6 3 8 0fi 
i^AB 0 9 1 0 5 3-C£>£o 
[0 16 7] 

B^y — • y K • v^t-AIC i «K t>TLR3ttHI CAM- 

i ^p^ffisffMBfc^L^o 

[0 16 8] 

-ftat>%, t-f\ -77 X$ K^??-p GADT 7 (CLONTECHttM) K2*U 
T I CAM- lS^O^^^ifit^^tf^m^^^cDNA^^^^^ K 

tLX<D7?X5. F^^^-pGADT7-TI CAM-1 £f£ML7t 
o $ LTte, C^^^^ < W^-pGADT7-TI C 

AM- 1 n> hn-;v£ tt^)^7^5 K^^^-pGADT7 £ £ffiv^z 

o 

[0 16 9] 

fl^^^-i: LTti, Hfr^U7t-7'^X5 K^^- P GBKT7-TL 
R3J3j;O f pGBKT7-TLR4i:, ayyu-)Vt LX<D-fy^< * 
-pGBKT7 (CL0NTECW±^) tZm^fco 
[0 17 0] 

fU, ^ife^J4T'fflv^/iO|WIC^^^^V^T, itlilttAHl 0 9 ( 
CLONTECHttl) 2»I|I7 ? 7^^ K^^^-©^W (^7 
^5K^^-pGADT7i/;lipGADT7-TICAM-l) 3fISS 
Of?? 0 ?* ^ K^* ^-©V*i* tL^ (^7^U^^?-pGBKT7, pGB 
KT7-TLR3, £ tzit p G B KT 7 -T L R 4 ) JMRtfc U SD-H 

i s-Trp-Leu-Ade^-HT*I»L/:o 4 K^1" 0 

ffiiE# 2003-3096230 
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^-v I 43/ 



[0 17 1] 

T 7 — T I CAM- 1 i: 5 K^**-p GBKT7 — TLR3 

■rAfciSWT* MLR 3 tftjttt MLR 2 S:fflv^*^tct> H^t 5 
T I CAM- l^^n-->^$tL^^ofc (IS^L&v*) 0 
[0 17 2] 

TR^^tLTtp GADT7-TI CAM- 1^ H h T L R 3 OT I R > 
WLTflfi<J^tl.7/y^-^>/^tT I CAM- 1 (t MICA 
M- 1) K^*a^o^W*WfM-*^Tv»sc:t*«iS©$^o 
[0 17 3] 
C2S*fe0f 5 ; T I R 4 ><Ditm 

t h jSitfv^OT I CAM- 1. Mai (TIRAP)^i5J:« r MyD8 
8<DT I R K;*^ y^TH y b &fr^ £ tub fcjfcifc Ltz 0 
[0 17 4] 

tMI CAM- 1 <DT I R > (394-53 2 #g ?)T ^ /I£@5?!]) 

, 7^XTICAM-l(0TIRK^^f^ (3 9 6~5 3 4fg©75yfffi^lJ 
) „ tfMyD88 (7^r>3>ffU7 0 4 5 1) ©TIRF^r/ (1 
6 0-2 9 6fl©75 ygfeE?!!) > ^it^H bMa 1/TIRAP (T^-fe y 
ya>ffAF 4 066 52) OT I R K^-f > (8 5-2 1 6f §©75/^ 
WM) C 1 u s t a lWSrfflv^tT^ >^ > Y Ltz Q T I R F*>f y<D$L 
SMART7n^7A^v>ti^Lf: 0 77^ > h LfcM^&m 6 

[0 17 5] 

H6*fci5V»-C<K ["TICAM-1. h uj 8£Xf [T I CAM- 1 . mu 

j (i-etL-ett. r^Mi c am- i j r-7-)^Ti cam- i j zm-? 

o T*x';** (*) telij— ©jSUt^U 2* (!) ttfiKffS*t;fe«fc 

l£ (•) fim^$*t7tg^Sr^-r o Boxl-30#i(:ov^fi 



miE# 2003-3096230 
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^-v f : 44/ 



[0 17 6] 

CHJfe^I 6 ; T I CAM- 1 O^ffi] 
Y(Dg>%C<7>ffiM,*K&tfZ>T I CAM- 1 <0mRNA<a#&3££. >7* 
n -7 h * y h (CLONTECHttiS) 4ffl^;/-f>7'n7h fe-CJ»*f t fc 0 1" & *> 
th«0121/->© THuman MTN B 1 o t J * > 71/ > 33 XV s [ 
Blot I tj *>7U> (CLONTECHtt^) £fflv>T, t h0^ftOflW^(> 

>7>^77-U C*»T I CAM- 1 (tMICAM-U 
n- Ki"^> c DNA© 1 4 0 6-2 1 9 3#BOtta£E^* 32 P^IR1»Lfc4><D 
) ^Iv^itv^ftf^^r'J ^XU; 0 TBAS 2 0 0 0J n&ffi$f$g1E 

(m±-7 <t fr&m&g&m zm^x 1 a p^itm £ t k x *) 7 4 -_t 

[0 17 7] 
[0 17 8] 

B7fcjjr**J:3£, ^IfiLe« (PBL) , B (brain), Jj« (spleen), M 
At (thymus), ffFBi ( 1 i ver) , ©(lung), WBKkidneyK #*&$5 (skeletal muscle) 
, <MR (heart K *3 X rfj&fi (placenta) Z&trti^X^XDfflfolz&^X* 2.6* 
u^-* (kb) hT I CAM- l«mRNA^{B$^ 0 
[0 17 9] 

t$mW7 ; RT-PCRtaiT I CAM-lOttti] 
El 8 t:^tItSo h it/U HMftHe* h 1 — ^;vORNA fcijigt t 
, tMICAM-lO^^fv-^ffl^TRT-PCR^fo^ PCRt^f 

* ;w± 3 5 -9- * ;mtf L £ e 
[0 18 0] 

®8i:fcv^ Mf isicKi DCti^-tL-TtL, 7^n77-^i^M^ 
M^^i-o T-J it, iI4U3>>n-;v^f 0 p-7??->7 



tfJiE# 2003-3096230 
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[0181] 

h5fcffiJft#feJig*L;fc> (iDC) > ^n77-y (M<E>) 

, JsitfNK (-^j.^^-) HHICAM-l^mRNA 
tJHIU (0 8) o tit^ V>/i&V>mmfa (TiMCCRF-CEM. T*E 
JfeM o l t - 4 , BffltbN a m a l w a ) £ £ (MR C 5 

) fc, t hT I CAM- 1 OmRNArtWre&o/c (118) o 
[0 18 2] 

Ztitb<DmJk*tik&'ttU£* t h T I CAM- 1 <D§m&fi-T9?-><D&m. 
[0 18 3] 

C^M^!) 8 ; J:l.TICAM-UTLR3 OfflSfNffl^] 

tfTLR3©TIRK^r/tTICAM-li:(D#^ t MLR 3 ( 
F 1 a gii#j 5$i.Tf\L h T I CAM— 1 (HAli#) ^Mttv^HE 

[0 18 4] 

6 •>jc;KZ>7 p V- h*e. HEK2 9 3*ffl)fe&. Lipofectami 
ne 2 0 0 0UM (Gibco*±S£) t MLR3-F 1 a gf&a^**- 

(F 1 a g^^#|TI CAM- l^ft.**?*-) 3 /u g&XXFT I CAM- 1 
-HAf&Ijl^*- (HA^^#iTICAM-lM^^^-) 0.5^g-C 

DNA^l^-S (4//g) K-gfeofco 
[0 18 5] 

->3) , **v»l43j?V (l:C) 10/ig/ml (EI9 0V->'2*5j;U f V- 
V4) tl57>n»U (pH7. 5;25mMOTris> 1 

5 0mMONaCK lIf%<^)NP4 0, 2 mMOPMS 2 5mMO^T> 
KT-t K, £«fct>* 1 OmMOEDTAm) ^^tB^-^t 

[0 18 6] 



miiE# 2003-3096230 



#M 2 0 0 2-3 4 9 0 1 5 ^- v : 46/ 




»'M5«£fc. Mi§tii?££> MitHro-y (IP) t LT^?* I gG 
1 (190I/-> l^-J:Tri/->2) f tfiJijfiF 1 a gM2S;# (H1901/-> 
3*3J:tfl/->'4 ; SigmatfcS) 4 t:i?2 B#HWtT>f ^a'*- b U 

T^nx-f fe7Tn-*fc J: immZSL < ift^L/co 

[0 18 7] 

fU, 111%^)SDS, 0. 2ii%ONP-4 0. i3iO ? 5m*%^>2 
h j^y-;i/£-£-trDPB S £tJnx.T;f?$-f £ 
&Lfc* W<*fffc#imLfco JfHt»£iiLF 1 a g^#£fc«^HA#L#: 

*ffl^t^n?H^ SDS-PAGE*!fof:o Iffi^, b^>* 
7^? b £*l*:T I CAM- 1 -HA<9f8S£W'<&7t#fcfcgE7'n b L£ 0 
[0 18 8] 

#<btL^m (W^>yn 7 i> ;WB) *EI9tc^i- 0 ^<o, + 

[0 18 9] 

0 9 KTF-fX 3 ^ ^ hTLR3i3i tft MI CAM- 1 t^mUZ^ttfr 
i^^fl^ *<lF 1 a g^^Mv^c^it^J:oT^m$tt^ (0 9 01/- 
>3&£Tfv-y 4 ; ±/**;vo$c£p-t?mMEtt) o L/;^t, t MICA 
M- 1 #\ H b T L R 3 £ £^-f& Z. t ifi&mZiifco 
[0 19 0] 

ttz, tfTLR3^n#^y^n-f;^#TLR3. 7 (stNffifr 
5nRl#JH) <^2ETKi3V>Tfc. MlOfc: bTLR 3 h t: b T I CAM- 1 

(i : c) »cj:*j|aii»t±. £o#^^fc:i5fc^i^£4-;lfcri>ofc (m9) 

o 

[0 19 1] 



ttlSEfc 2003-3096230 
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mm&Btt&fcW^***'? 11 ' 1 ' > (WB) li> T I CAM- 1 -HA (* 

[0 19 2] 

-1 a**&£"t- ft^SrW^*: (O10) o 
[0 19 3] 

$1% HEK2 9 3ttlt t H I C AM— 1 — HA (0.05/zg) fc* 
(4/<g) &&Wit: HLR3-F1 a gf&3L^*- (3 
g),TLR3A795H-Fla gUS^**- (3^g) > F 1 a g-TL 
R2%m^*?~- (2 J* g) . F 1 a g-TLR4M^^- (2 ^ g) . 
SV>I±MD-2M^^^- (l^g) tMfi^:h7>^7x^hUo 
*-£Jnx.& CLt\zXoX^ DNAOHl^-S (4^ g) 

[0 19 4] 

i»V7^IgGl (UlTFLfcv*) tfclilSFlagM2^ 
~5)«PUofU, llt%^)SDS, 0.2ti%ONP-4 0 
, i3 < J:O f 5Si%^2-^;V^7 p h^^/-^^'atfDPB S £inx.-C;t#M-& 
Ctiriot, fc&ifc&Lfc* W*«£fflfflbfco #CfcU ttltii&fcffiF 1 a g 
ftli«:HAtt#tffiv>tft«rn y h SDS-PAGEtffofc 
o h9^7x^r >«#LfcT I CAM-l-HA^ti^4fc* 

CftftrnyMfc. feLF 1 a g«#ifcil«;HA«#tfflv»tft*'/Dy>t; 

[0 19 5] 

Hll 0O^'^;Hi, (V/-^2 W^-f) *4flOTLR3 (*7 3*iv»tt 



WiE# 2003-3096230 



mm 2 0 0 2 -3 4 9 0 1 5 3> : 48/ 

&m tffiSftffltiT I CAM- 1 t^to HI OOT^A/tt, ^>^7 
hStufcT I CAM-l-HA (£c£P) Ol&m^^-to 
[0 19 6] 

HIl OKiF-fJ:?^ t M L R 3 tt, t h T I C AM- 1 h$kfcVtzi)K T 
LR3f^A7 9 5H, TLR2, *3 itTTLR 4 fctt#ifcL**ofco "t* 
A7 9 5H TLR3fI#iis T I C AM- 1 fcfcofc 
(H!l 0) o T L R 2 & .£ £FT L R 4 f±N MD-2 T 
I C AM- 1 fc#ifc-Cifca»ofc (010) o ittC>^)jg*t±. TLR2ICM1" 

[0 19 7] 

Ztib<D&m*b, tbTICAM-l^MLR3 |:MLt#^i:^ 
[0 19 8] 

TLR2> TLR 3, iiJ:0 f TLR4t:jktt4 ; e>'^n-t^#S:ffl 

-^W^IT I CAM- 1 h^-ei^-t^-e^^,-^ TLR 2^TLR 
4 liTW-i'^RT I CAM- 1 k^tiiv^^i^o 
[0 19 9] 

C^SJfrW 9 ; t h T I C AM- 1 £ J: tr^OSSSflWl&S-** * -fl*] 
mi 1 KTF-fX n tc, tHICAM-1^ i-©3wm 
tMI CAM-lOl-2 8 8#@OT^ymiS^J*^^-*^^ 
„ r^MICAM-1 (AN288) J fc^ffii"^) > tMI CAM— 1 <£> 1 ~ 
3 8 6f |fl)7^WEWt^***fc«»# OTx T^bTICAM-1 ( 
AN386) J fc«B1"*) * ^iWitttMICAM-lOTIRK^VO* 
3^e>**a6*ff UVT\ rthTICAM-1 TIRJ fc^!Bi"S) Sr^tL-? 
ttn- Ki" & 3»M^^-^HL/:o ±|B«>littfc h T I CAM- 1 
©TIRK^ ><0#rt><bfc*3E#lflE (tMICAM-1 T I R) te> £ «9 



ffifE# 2003-3096230 



#12 0 0 2-3 4 9 0 1 5 ^-v 

f&HBKtt, tHI CAM-1^)1~3 8 6fg<7)T5yWJt 5 5 7-7 1 
2fgOT5 i"4rfe*>b MI CAM— 1 *m 

f£T&T*;m?mv>7%3 8 7-5 5 6fg075/Hie^f>^^^> 

[0 2 0 0] 

TI CAM- 1 fcn- Kt4g^ftOc DNA^^7X5 W^-pEFB 
OSOXho I-No t HC&*&/^-CfchTICAM-lf&m^*- 
hb/Co pEFBOS-TICAM-1 (AN2 8 8) , pEFBOS-TIC 
AM-1 (AN3 8 6) , Xf p E F B 0 S -T I C AM- 1 (T I R) it, 

Ko z a c ki!5l*J:0 r il«ATG«)*K«v»tv»4TICAM- 
1(7)2 8 9- 7 1 2f@07^», 3 8 7- 7 1 2f@07 S /»E?!U 
££^3 8 7-5 5 6SBOT^/KK^J«r3-Ki-&iByiJ«:^7^5 ^ 
-pEFBOSOXhoI-Notlt^ b^ttAt-fcifcfcio-CfMLifc 
o CltL'bT'y** K^^-tt^ rt*5R«r^t*v> TP 1 a sm i d Ma x i 
J *yb (QiagenttSD T?P«Lfeo 
[0 2 0 1] 

C^»J 1 0 ; H b T I C AM- 1 <D&miZ X *«f6flP*r] 
tHIC AM- 1 0«flBtf#T *fH fc, b T I C AM- 1 £ i XT*a> 

?-*HJtt*T ICAM-10«»^HEK2 9 3«^-ep^fc 0 
[0 2 0 2] 

2 4^x^l/- b JLOHE K 2 9 3« (1 ^i/^fc «) 2 X 1 oSffl) 
at^f-*Xffl*f-*>ffi®« rL i p o f e c t am i n e 2 0 0 Oj ttX 
(GibcotfcS) ;Vv7x7- ^iftUNF-itB^-^ife? 
(Stratagenettft) 0. 1 g <H 1 2 <b) ) ttzltp 12 5 1 u c V * 
-^U'O.liUg (Ell 2 (a) ) fc, tHICAM-l 
TIR N nbTICAM-1 (AN3 8 6) . fc: b T I C AM— 1 (AN288 
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ttzli 1 0 0 n g) ht>7^7x^ h Ltz 0 9 -*WMt%> £ ^ &~ * 

o-C> h7>X7x^ h £ tt£ DNAWiJ: (0. 8-1. 0 fi g) 
o f/c, ran7hn-;vhU> ^^U^^^-pCMVi? (Clontechtt 

I; 5ag) Srffiv^o 
[0 2 0 3] 

b7>7,7x^ b^2 4B#f H m^^ ttW^'7 7 7 (PromegatfciD 
W^v^if;vy 7x7 -^r©itt^> ^H^O^ffl^ft^oTSiJ 
7xn>^ffitt»012 (a) 13, NF-tfBOitm'fCmSrmi 2 (b) 
[0 2 0 4] 

^ i: LT, r/^-7xn>^7"n^^ -^tt^^).M^^/C»^ ^* ( 
0. 1 g) ^StMICAM- 1 &S§SiL-CV>;z>HEK2 9 3»K:J3 
v^-til^^^ (HI 2 (a) ) cil2^fe^7jm ti h T I C AM 
- 1 fifOT IRK^ att?P®tt#fc Lt^fflt^My D 8 8 <DT I R 

& N5fe»«*U J: t^C ^»0«oa^RJS»±. r/^-7xn>^7*nt-3'- 
©ffitt-ffc*****: (SI 2 (a) ) o **itf>*, h T I C AM- 1 <DT I R 

[0 2 0 5] 

H12 (b) K/j^r^ MI CAM- 1 Ki&NF- * B£fe&tt1-£ 

&»l?> b7^7x7h StE*tCP^/i»*^ * T I C AM- 1 

^>^--7^n> / ?7 ? n^e-^-i:Jt^tTll<NF-/cB7 p n^-^-=l: 

femt-rZ>Zttffrfr^tz 0 NF-«B^tt» TIRK^V^^tt 
^S^)T I CAM- 1 £^o|ffl)&J: 0 NsMIF^'f VOftv^WIcO** 1 

n^ofc (mi 2) o **uj>;U Nswiwitt, h7^7x^r^±t^ 
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NF-«B?SM^^^L^U^ (HIl 2) o 
[0 2 0 6] 

^ft^t: M I CAM- 1 Srfl^tTV^^Jianjs^Tti, TLR 

ti& Z.ti)*$><=>iz (HI 2) o 
[0 2 0 7] 

o * ^eni'fh^ & v » t±@#3£j$; * j£ i t t kzmm -t&t^kbfr&o - <£> W3£ 

nt<&m~m.itt&mfa* t &&Ty'f?-fr=f'MyT)% sot i r y*4><d 

[0 2 0 8] 

CHJfcM 11 ;TLR3(:io T$fcfr£ zsyj-MxM<omm 

ti h TLR 3 iCioT^^tLS 5/^tA^tS:j!WftSfc*oy 

■C**TIRK>'fV*HEK2 9 3tti:fflv\ /( >?-7in>j5 7 , nt- 

* - oi&ttft icst-r *TLR3*J:tf/i^»±#y ( i : c ) o^^B flnift * 

[0 2 0 9] 

ff, tbTICAM-1 TIRM^7^- (p EFBOS-T I CAM 
- 1 (T I R) ) KttLX, 4 3 4fg0757§ (7"n'J >) fc^T-^VK 
f ^ - C i o tbTICAM-1 TIROI 
tt?PiSttft**fr*f^RLfeo fWLfcSE»#U\ l~T I R P 4 3 4 HJ fcffr 

[0 2 10] 

2 4-7x^71/- h±<7)HEK2 9 3» (l7x^fe!) 2 X 1 O^^i) 
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52/ 




«\ mttmAm*^*>mm l"L i p o f e c t am i n e 2 0 0 0J ft£ 
(Gibcott*) £ ffl v>T , ;^>7i5- 4rjfefe UNF-«Bl/#-^ iUST 
(StratagenettK) 0 . 1 // g (HI 1 3 (b)) Jfclipl25 luc'J*-^ 
-7^*5 K0. 1// g (HI 3 (a) ) ^ TICAM-1 TIR (0. In 
giSilflOng) i/;liT I CAM— 1 T I R^Itt^ffitti^HftT I R 
P434H£n - KUv^^9^5 K (0, 0. 2/^g, 0. 6//g) fc. £ 
TLR2 (0. Ifig) > £fcliTLR3 (0. 1 ft g) ^"Ch^^ 

DNAOl&J: (0. 8-1. 0^g) fcii&Lfco ttz, > V n-;v t L 

T> 7°7X5 K^*-pCMV/9 (Clontechttfi ; 5 n g) £/Bv»;fc 0 
[0 2 11] 

l«7>X7x^h«2 4B3fWH&K> 10 0 nM^)MA L P — 2 (TLR 

2 5pjm) ^^WilOjug/ml^'f'J (I : C) (TLR3IJ1) T-6BfFM 
8fcU »M^'7 7 7 (PromegattM) "Cfcffibfco i^^ffi^tCOV^T. 
h 9 "7 jl ^ b ^OlWatH £2>4 y?-7 p (Djfcftit ifeliNF-*BO 

Sfc, ft 3 0*>3fU**rfiv^ **L?>tf>ft3Hft£ai5gfcfc Lfco r^-7in> 
/KDfamkMZm 1 3 (a) fc, NF-«B<7)?S«*113 (b) 

[0 2 12] 

TLR 3&£U*T I CAM- lOTI R<D~mif* ^7>^7xM Lfe»*. 
> * - 7 :r n > £ 7"n ^- * -tf*3& < ftmtZtifz (Hll 3) o i&^S 
Ai©TICAM-l TIRh7^7x^r/h (H13) <^TO^*f 

KwmKTFZtix^&Xi^ (i : c) Ki«5ih5^7x^^yh© 

JW»tt, T I CAM- 1 >^7xD>^nt-^-^ttte 
Ilfco t: MIC AM— 1 ^IltV^IimLt t M L R 3 n h 9 > 
^7x^y 3 ^iWJ (I : C) JW8!c£^o;fc£fcKJ:*NF-*Bi&te'ffc 
(DXM&frbtit: (Eil 3) o — 3\ tMLR2^MtWit:MUTI 
CAM- 1 t:i^DOh7^7x^y 3 >'^firot^ hTLR23«K 
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B&VtzNF- KB(Dm&ittfMZt>%frvtz (Ell 3) o Ztibfrb, tH 
I CAM-l#t MLR 3 £*tLT#Hte&#L-CV>£ h#;t«b*L& 0 
HEK2 9 3ttfftT I CAM- 1 GOT I R fc#£TLR 2 £ 
HhTLR20V35T> KT^^7^ 3 'J KMA L P - 2 f 

^ofc (HI 3) o 
[0 2 13] 

m_t<*> £ HhTIC AM- 1 i:Jtt* t: h T L R 3 

„ ^"'j (I : C) ;:ioti^tisr/^7xn>/jyD€-^wm 

[0 2 14] 

Zfz, gm^ZtK^ r&tt&TICAM-l T I R<Dttt>*)KT I CAM 
- 1 T I R OJSte^fiHfc'SrgeiHfcP 4 3 4H^>7>^7x^f Lfc*£\ # 
V (I : C) -TLR3i:i^tI^W^>'^-7xny i 9 7 0 n€-^l5 
J:tft*F-*BOi^b&*^fc**>*;VS*Lfc (Ell 3) « -*Ui, TIC 
AM-1 T I R<?)IIte^14&^#l#P 4 3 4H&, HMLR3i:^t^» 

#x^tt^>o L/:^t, trt^nhTLRS^ny^t^ 
{Ejt&StKfLT'f >^-7xn> J 8(0lMI^^i:fx.^^'> 
[0 2 15] 
MfcMi 2 ; T —fr^<Dffl?Mffl%t] 

fchTICAM-1 fc^7m-^MyD8 8*3it>*Ma 1/ 
T I RAPtOPItM ^^-7x0^ £lfNF-* B (Df&feftB.* RMS' & 

[0 2 16] 

2 4'7i;K?)7 p V- f±OHEK2 9 3*tt (1 7x;Hf: *9 2 X 1 0^1®) 
AfcT-SAffl^^teJIiSC [Lipof ectamine 2 0 0 0j^I 
(Gibcoti^) ^ffl^t, ;Vv7x7- tf£^L£NF- * B l^-?*^ 
(StratagenettiQ 0.1/ig (HI 1 4 (b) ) ttzitp 1 2 5 luc'J^ 
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#0 2 0 0 2-3 4 9 0 1 5 & ' 54 / 

-^77= KO.l/ug (SI 14 (a)) t y &<ir9-\ MyD 8 8, Ma 1 
/T I RAP, itzl}&£&<OT I CAM- 1 (WtLlO, 10 0, tfcit 
2 0 0 ng) t-C>7>^7x^ h Ltz Q ? -Zmtilrtr h - tKX o-C . 

f7>^7x^f$^DNA^M (0. 8-1. 0//g) Srfi^Lfco £fc 
% hn-;vh LT> ^7X5 (Clontechtt^ ; 5 

n g) %ffl^fco 
[0 2 17] 

h7>X7x^f(?)2 4l|F4fc 7 (PromegattiSQ "C# 

Oi&1&ffcJK£IIIl 4 (a) H> NF-KB^tfrftESrllll 4 (b) K/ttt'lX 
[0 2 18] 

(HI 4) 1rZ>t^ ItL^SoOT^'-W, NF-«B^tti 

®xwv<D%imt*mm>L>tz (mi 4) u TLR3*5J:o r /$;fctt# i ; 

(I : C) WJ:^ftv^4&)|nj»cfe5arv^fm^^T. ^ftCtMICAM 
-lt:iS-f>^-7xn>^7°n*-^-f|IISttli, TW-^Ma 1 
/T I RAP ifcliMy D 8 8 i:isr/^-7xO> j 8 7 , nt-3'-SISitt 
fcJttRLTl 0 OttJSLLWfrofc (Ell 4) o Lf:^T, thTICAM-1 
^>^-7 I n> j 9 7 , n*-^-i:*fUj:i3EiKi™U >fv*-7 

[0 2 19] 

C^WJ 13 ; W^7*nyH 

HEK2 9 3iHi rW-Wa 1 -HA. MyD 8 8-HA. 
v>liT I CAM- 1 - HA*^W3 - KtiT'?^ 5 K (1 OOng) TS& 
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[0 2 2 0] 

h£Hl ^HJ(7)Mv^Pt±Ma 1 -HA 

U +*«56*fc*W*fl«*MyD8 8-HA*^U T 

li. ^ * * * l"** ^ fc ftfco 
[0 2 2 1] 

CHJfctfl 14 ; T I C AM- 1 / y * ^ ^3 

-$IRNA©f7>^7x^y3>t:J:ottMI C 

AM- 1/7 ^J&Sr&J&L/Co 
[0 2 2 2] 

t M I CAM-IO-^IRNAWJ^ il6l:^fiM^ 
r [GACCAGACGCCACUCCAAC] d [TT] T>«> 
X#r [GUUGGAGUGGCGUCUGGUC] d [TT] (TIC AM— 

i) -c**o Trj TdJ &*tirti, i;**^**?***^*** 
y***? v*^-K**i-o t i cam- l cm ^-^(3'ts-$iRNA 

[0 2 2 3] 

lx> h Hf^OHW^MI CAM- 1 * y-t-v^Kfctt 
S-^IRN A©> 7 >^ 7 x ^ V 3 VOtK^ iH^tiT^ 9 86 

~ioo 8#B<^oafeffi^i (bp) •e**.o 

[0 2 2 4] 

HeLai»*J:0 , MRC-5«ltt, HWWi^TLR 3 ***U 

«fc-fwntt*#y (i : c) i«ur^-7xn>^i4Uo £*t*> 

ttffl#fc<>. T I CAM- 1 « iCTL R 3 OmRNAt* Wfc (r-*tt 
[0 2 2 5] 



HiiE^ 2 003-3096230 



#B 2002-349015 
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Gfe&fcffll 5 ; RT-PCR) 

T-PCR^ftofco 7i:^to 017 (a) liHeLaifet 

*!K 017 (b) liMRC-5iJfit*4. 
[0 2 2 6] 

fflv^t h T I CAM- 1 5' CCAGATGC AA 

CCTCCACTGG3' (5' ~?7 'f "7-) #£#5' TGGAGGAAGG 
AAC AGGACACC 3' (3' ^'f'?-) T?£>&o 
[0 2 2 7] 

H M I CAM-l^mRNAV^Wt H e L aMUfrft £ tfMR C- 5 fflm. 
*fci5V»-CRNA i (RNAfi) j£K£oTi&8 0%aifM$*Lfc (HI 7) 0 
[0 2 2 8] 

L/d^T, itL^OHmi'^o-r, TICAM-1^, r*fiRNAi:io 
tifeT L R 3 Offitt^b t >f V ? - 7 x n > ^ Olii: SrOifc C7 ^-/^ 

[0 2 2 9] 

CHJfefill 6 ; RNA i ] 

RNA i K J: ^-^IRNACOM^^ KMI CAM- 1 **»^3*L;fcH e 
L a £ IFMR C - 5 fflj&f »t £ 4 > * - 7 x n > /? ? JC<^£ 

[0 2 3 0] 

HeLaWfc(iMRC-5«^ TO 1 i g o f e c t a m i n e J ( 
Invitrogen?± ; 2 0 0 nM) fcffiv^ /t >;77 7^> (Lamin) A/ 

C<7)-^ilRNA (3V>D-^;«filS2 0 0 nM), SfcliKhTICA 
M- 1 <D— $iRNAt h 9 b L£ 0 f7>^7x^ b^^4 8B#F^ 

H e L att^iMC - 5«£^-e**^ 5 0^g/mltitFl 
O^g/mlW (I : C) -eutifco 2 4B#H03W»Otfr ( 0 B#WJMafe& 
) 4mm<DM®cv>'&i~&WZ>±-r%v>4>*-7 in> 0OjIj&£EL I 

SAT*»£Lfco HeLajHBI&0«S5eJe*«riai 8 (a) MRC-5» 
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#02002-349015 ^-v . 

«9£*S*£I218 (b) Ktjs-To 
[0 2 3 1] 

RNAiOi*W4Jftl^ Elbashir, S. M. , Harborth, J. , Lendeckel, W. 
, Yalcin, A., Weber, K., & Tuschl, T. Duplexes of 21-nucleotide RNAs med 
iate RNA interference in cultured mammalian cells. Nature 411: 494-498 ( 
2001)£IE*3*LTV»* o tfz > ^^^fei^^JiOshiumi, H., Brgum, N 
. A., Matsumoto, M., & Seya, T. RNA interference for mammalian cells, Fo 
liaPharme, Jpn. 120: 91-95 (2002) KffifcS *l/CV*& 0 
[0 2 3 2] 

\L h T I CAM- 1 ^SIRNAOSB^iJti. -fe>*#*r [GACCAGAC 
GCCACUCCAAC] d [TT] TNfc 9. T>*-*>X**t [GUUGGA 
GUGGCGUCUGGUC] d [TT] (TICAM-1) X~h%> 0 ttz, 1 
aminA/CO-*«RNA©iS?ltt, -fe^T^r [CUGGACUUCCA 
GAAGAACA] d [TT] . T>f*^#r [U G U U C U U C U G G A 
AGUCCAG] d [TT] T***o TrJ TdJ tt*tL«U 

Ate. Xe r a g o ntt (USA) fr&JfcXLfco 
[0 2 3 3] 

^•ij (I I C) (10// g /mLi/;ii5 0// g/mL) -C*J»Lfe*BIIft (H 
eLafflai/:liMRC-5«) ^2 4^ (2 4h) ig#U ±«f**MJtb 
/Co iff*!*^**^*^*^ h^>^-7xn> J 8(OjlEli, EL ISA (& 

[0 2 3 4] 

Afc*oTtt5 0%*-C#*WfcB#**-fc (SI 8) o 
[0 2 3 5] 

L^ot, t^OWIKiot, TICAM-1**, n**RNAKJ:o 
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58/ 



[0 2 3 6] 
[0 2 3 7] 

itLf>li, C5&9JO**fcO^S&) Offl-efftfcLfcJ:-?K> ±IBTLR3£^L 



[0 2 3 8] 
[SB^J^] 



<110> Japan Science and Technology Corporation 

<120> Novel Apaptor Protein capable of binding Mammal Toll-Like Rceptor 
3 

<130> A211P06 
<160> 4 

<170> Patentln Ver. 2. 1 
<210> 1 



SEQUENCE LISTING 



tbSE# 2003-3096230 



mm 2002-349015 

<211> 2460 
<212> DNA 
<213> Homo sapiens 

<220> 
<221> CDS 
<222> (63).. (2198) 

<400> 1 

gtgtggaaca tgccttcacc acctccagct tctgctgccg gaggctgcac ccacctgtgc 60 

cc atg gcc tgc aca ggc cca tea ctt cct age gee ttc gac att eta 107 
Met Ala Cys Thr Gly Pro Ser Leu Pro Ser Ala Phe Asp He Leu 
15 10 15 

ggt gca gca ggc cag gac aag etc ttg tat ctg aag cac aaa ctg aag 155 
Gly Ala Ala Gly Gin Asp Lys Leu Leu Tyr Leu Lys His Lys Leu Lys 
20 25 30 

acc cca cgc cca ggc tgc cag ggg cag gac etc ctg cat gcc atg gtt 203 
Thr Pro Arg Pro Gly Cys Gin Gly Gin Asp Leu Leu His Ala Met Val 
35 40 45 

etc ctg aag ctg ggc cag gaa act gag gcc agg ate tct eta gag gca 251 
Leu Leu Lys Leu Gly Gin Glu Thr Glu Ala Arg He Ser Leu Glu Ala 
50 55 60 

ttg aag gcc gat gcg gtg gcc egg ctg gtg gcc cgc cag tgg get ggc 299 
Leu Lys Ala Asp Ala Val Ala Arg Leu Val Ala Arg Gin Trp Ala Gly 
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65 70 75 

gtg gac age acc gag gac cca gag gag ccc cca gat gtg tec tgg get 347 
Val Asp Ser Thr Glu Asp Pro Glu Glu Pro Pro Asp Val Ser Trp Ala 
80 85 90 95 



gtg gee cgc ttg tac cac ctg ctg get gag gag aag ctg tgc ccc gee 395 
Val Ala Arg Leu Tyr His Leu Leu Ala Glu Glu Lys Leu Cys Pro Ala 
100 105 110 



teg ctg egg gac gtg gee tac cag gaa gee gtc cgc acc etc age tec 443 
Ser Leu Arg Asp Val Ala Tyr Gin Glu Ala Val Arg Thr Leu Ser Ser 
115 120 125 



agg gac gac cac egg ctg ggg gaa ctt cag gat gag gee cga aac egg 491 
Arg Asp Asp His Arg Leu Gly Glu Leu Gin Asp Glu Ala Arg Asn Arg 
130 135 140 



tgt ggg tgg gac att get ggg gat cca ggg age ate egg acg etc cag 539 
Cys Gly Trp Asp He Ala Gly Asp Pro Gly Ser He Arg Thr Leu Gin 
145 150 155 

tec aat ctg ggc tgc etc cca cca tec teg get ttg ccc tct ggg acc 587 
Ser Asn Leu Gly Cys Leu Pro Pro Ser Ser Ala Leu Pro Ser Gly Thr 
160 165 170 175 



agg age etc cca cgc ccc att gac ggt gtt teg gac tgg age caa ggg 635 
Arg Ser Leu Pro Arg Pro He Asp Gly Val Ser Asp Trp Ser Gin Gly 
180 185 190 
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tgc tec ctg cga tec act ggc age cct gee tec ctg gee age aac ttg 683 
Cys Ser Leu Arg Ser Thr Gly Ser Pro Ala Ser Leu Ala Ser Asn Leu 
195 200 205 

gaa ate age cag tec cct ace atg ccc ttc etc age ctg cac cgc age 731 
Glu He Ser Gin Ser Pro Thr Met Pro Phe Leu Ser Leu His Arg Ser 
210 215 220 

cca cat ggg ccc age aag etc tgt gac gac ccc cag gee age ttg gtg 779 
Pro His Gly Pro Ser Lys Leu Cys Asp Asp Pro Gin Ala Ser Leu Val 
225 230 235 

ccc gag cct gtc ccc ggt ggc tgc cag gag cct gag gag atg age tgg 827 
Pro Glu Pro Val Pro Gly Gly Cys Gin Glu Pro Glu Glu Met Ser Trp 
240 245 250 255 

ccg cca teg ggg gag att gee age cca cca gag ctg cca age age cca 875 
Pro Pro Ser Gly Glu He Ala Ser Pro Pro Glu Leu Pro Ser Ser Pro 
260 265 270 

cct cct ggg ctt ccc gaa gtg gee cca gat gca acc tec act ggc etc 923 
Pro Pro Gly Leu Pro Glu Val Ala Pro Asp Ala Thr Ser Thr Gly Leu 
275 280 285 

cct gat acc ccc gca get cca gaa acc age acc aac tac cca gtg gag 971 
Pro Asp Thr Pro Ala Ala Pro Glu Thr Ser Thr Asn Tyr Pro Val Glu 
290 295 300 

tBliE# 200 3- 3096230 
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tgc acc gag ggg tct gca ggc ccc cag tct etc ccc ttg cct att ctg 
Cys Thr Glu Gly Ser Ala Gly Pro Gin Ser Leu Pro Leu Pro He Leu 
305 310 315 



^-v! 62/ 



1019 



gag ccg gtc aaa aac ccc tgc tct gtc aaa gac cag acg cca etc caa 
Glu Pro Val Lys Asn Pro Cys Ser Val Lys Asp Gin Thr Pro Leu Gin 
320 325 330 335 



1067 



ctt tct gta gaa gat acc acc tct cca aat acc aag ccg tgc cca cct 
Leu Ser Val Glu Asp Thr Thr Ser Pro Asn Thr Lys Pro Cys Pro Pro 
340 345 350 



1115 



act ccc acc acc cca gaa aca tec cct cct cct cct cct cct cct cct 
Thr Pro Thr Thr Pro Glu Thr Ser Pro Pro Pro Pro Pro Pro Pro Pro 
355 360 365 



1163 



tea tct act cct tgt tea get cac ctg acc ccc tec tec ctg ttc cct 
Ser Ser Thr Pro Cys Ser Ala His Leu Thr Pro Ser Ser Leu Phe Pro 
370 375 380 



1211 



tec tec ctg gaa tea tea teg gaa cag aaa ttc tat aac ttt gtg ate 
Ser Ser Leu Glu Ser Ser Ser Glu Gin Lys Phe Tyr Asn Phe Val He 
385 390 395 



1259 



etc cac gee agg gca gac gaa cac ate gee ctg egg gtt egg gag aag 
Leu His Ala Arg Ala Asp Glu His He Ala Leu Arg Val Arg Glu Lys 
400 405 410 415 



1307 



ctg gag gee ctt ggc gtg ccc gac ggg gee acc ttc tgc gag gat ttc 



1355 



mU<& 2003-3096230 
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Leu Glu Ala Leu Gly Val Pro Asp Gly Ala Thr Phe Cys Glu Asp Phe 
420 425 430 

cag gtg ccg ggg cgc ggg gag ctg age tgc ctg cag gac gec ata gac 1403 
Gin Val Pro Gly Arg Gly Glu Leu Ser Cys Leu Gin Asp Ala He Asp 
435 440 445 



cac tea get ttc ate ate eta ctt etc ace tec aac ttc gac tgt cgc 
His Ser Ala Phe He He Leu Leu Leu Thr Ser Asn Phe Asp Cys Arg 
450 455 460 



1451 



ctg age ctg cac cag gtg aac caa gec atg atg age aac etc acg cga 
Leu Ser Leu His Gin Val Asn Gin Ala Met Met Ser Asn Leu Thr Arg 
465 470 475 



1499 



cag ggg teg cca gac tgt gtc ate ccc ttc ctg ccc ctg gag age tec 
Gin Gly Ser Pro Asp Cys Val He Pro Phe Leu Pro Leu Glu Ser Ser 
480 485 490 495 



1547 



ccg gec cag etc age tec gac acg gec age ctg etc tec ggg ctg gtg 
Pro Ala Gin Leu Ser Ser Asp Thr Ala Ser Leu Leu Ser Gly Leu Val 
500 505 510 



1595 



egg ctg gac gaa cac tec cag ate ttc gec agg aag gtg gec aac acc 
Arg Leu Asp Glu His Ser Gin He Phe Ala Arg Lys Val Ala Asn Thr 
515 520 525 



1643 



ttc aag ccc cac agg ctt cag gee cga aag gec atg tgg agg aag gaa 1691 
Phe Lys Pro His Arg Leu Gin Ala Arg Lys Ala Met Trp Arg Lys Glu 
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530 535 540 

cag gac acc cga gcc ctg egg gaa cag age caa cac ctg gac ggt gag 1739 
Gin Asp Thr Arg Ala Leu Arg Glu Gin Ser Gin His Leu Asp Gly Glu 
545 550 555 

egg atg cag gcg gcg gca ctg aac gca gcc tac tea gcc tac etc cag 1787 
Arg Met Gin Ala Ala Ala Leu Asn Ala Ala Tyr Ser Ala Tyr Leu Gin 
560 565 570 575 

age tac ttg tec tac cag gca cag atg gag cag etc cag gtg get ttt 1835 
Ser Tyr Leu Ser Tyr Gin Ala Gin Met Glu Gin Leu Gin Val Ala Phe 
580 585 590 

ggg age cac atg tea ttt ggg act ggg gcg ccc tat ggg get cga atg 1883 
Gly Ser His Met Ser Phe Gly Thr Gly Ala Pro Tyr Gly Ala Arg Met 
595 600 605 

ccc ttt ggg ggc cag gtg ccc ctg gga gcc ccg cca ccc ttt ccc act 1931 
Pro Phe Gly Gly Gin Val Pro Leu Gly Ala Pro Pro Pro Phe Pro Thr 
610 615 620 

tgg ccg ggg tgc ccg cag ccg cca ccc ctg cac gca tgg cag get ggc 1979 
Trp Pro Gly Cys Pro Gin Pro Pro Pro Leu His Ala Trp Gin Ala Gly 
625 630 635 

acc ccc cca ccg ccc tec cca cag cca gca gcc ttt cca cag tea ctg 2027 
Thr Pro Pro Pro Pro Ser Pro Gin Pro Ala Ala Phe Pro Gin Ser Leu 
640 645 650 655 
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ccc ttc ccg cag tec cca gec ttc cct acg gec tea ccc gca ccc cct 2075 
Pro Phe Pro Gin Ser Pro Ala Phe Pro Thr Ala Ser Pro Ala Pro Pro 
660 665 670 

cag age cca ggg ctg caa ccc etc att ate cac cac gca cag atg gta 2123 
Gin Ser Pro Gly Leu Gin Pro Leu He He His His Ala Gin Met Val 
675 680 685 

cag ctg ggg ctg aac aac cac atg tgg aac cag aga ggg tec cag gcg 2171 
Gin Leu Gly Leu Asn Asn His Met Trp Asn Gin Arg Gly Ser Gin Ala 
690 695 700 

ccc gag gac aag acg cag gag gca gaa tgaccgcgtg tccttgcctg 2218 
Pro Glu Asp Lys Thr Gin Glu Ala Glu 
705 710 

accacctggg gaacacccct ggacccaggc ateggecagg accccataga gcaccccggt 2278 

ctgccctgtg ccctgtggac agtggaagat gaggtcatct gccactttca ggacattgtc 2338 

cgggagccct tcatttagga caaaaeggge gcgatgatgc cctggctttc agggtggtca 2398 

gaactggata cggtgtttac aattccaatc tctctatttc tgggtgaagg gtcttggtgg 2458 

tg 2460 



<210> 2 
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<211> 712 
<212> PRT 
<213> Homo sapiens 

<400> 2 

Met Ala Cys Thr Gly Pro Ser Leu Pro Ser Ala Phe Asp He Leu Gly 
1 5 10 15 

Ala Ala Gly Gin Asp Lys Leu Leu Tyr Leu Lys His Lys Leu Lys Thr 
20 25 30 

Pro Arg Pro Gly Cys Gin Gly Gin Asp Leu Leu His Ala Met Val Leu 
35 40 45 

Leu Lys Leu Gly Gin Glu Thr Glu Ala Arg He Ser Leu Glu/Ala Leu 
50 55 60 

Lys Ala Asp Ala Val Ala Arg Leu Val Ala Arg Gin Trp Ala Gly Val 
65 70 75 80 

Asp Ser Thr Glu Asp Pro Glu Glu Pro Pro Asp Val Ser Trp Ala Val 
85 90 95 

Ala Arg Leu Tyr His Leu Leu Ala Glu Glu Lys Leu Cys Pro Ala Ser 
100 105 110 

Leu Arg Asp Val Ala Tyr Gin Glu Ala Val Arg Thr Leu Ser Ser Arg 
115 120 125 
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Asp Asp His Arg Leu Gly Glu Leu Gin Asp Glu Ala Arg Asn Arg Cys 
130 135 140 

Gly Trp Asp He Ala Gly Asp Pro Gly Ser He Arg Thr Leu Gin Ser 
145 150 155 160 

Asn Leu Gly Cys Leu Pro Pro Ser Ser Ala Leu Pro Ser Gly Thr Arg 
165 170 175 

Ser Leu Pro Arg Pro He Asp Gly Val Ser Asp Trp Ser Gin Gly Cys 
180 185 190 

Ser Leu Arg Ser Thr Gly Ser Pro Ala Ser Leu Ala Ser Asn Leu Glu 
195 200 205 

He Ser Gin Ser Pro Thr Met Pro Phe Leu Ser Leu His Arg Ser Pro 
210 215 220 

His Gly Pro Ser Lys Leu Cys Asp Asp Pro Gin Ala Ser Leu Val Pro 
225 230 235 240 

Glu Pro Val Pro Gly Gly Cys Gin Glu Pro Glu Glu Met Ser Trp Pro 
245 250 255 

Pro Ser Gly Glu He Ala Ser Pro Pro Glu Leu Pro Ser Ser Pro Pro 
260 265 270 

Pro Gly Leu Pro Glu Val Ala Pro Asp Ala Thr Ser Thr Gly Leu Pro 
275 280 285 
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Asp Thr Pro Ala Ala Pro Glu Thr Ser Thr Asn Tyr Pro Val Glu Cys 
290 295 300 

Thr Glu Gly Ser Ala Gly Pro Gin Ser Leu Pro Leu Pro He Leu Glu 
305 310 315 320 

Pro Val Lys Asn Pro Cys Ser Val Lys Asp Gin Thr Pro Leu Gin Leu 
325 330 335 

Ser Val Glu Asp Thr Thr Ser Pro Asn Thr Lys Pro Cys Pro Pro Thr 
340 345 350 

Pro Thr Thr Pro Glu Thr Ser Pro Pro Pro Pro Pro Pro Pro Pro Ser 
355 360 365 

Ser Thr Pro Cys Ser Ala His Leu Thr Pro Ser Ser Leu Phe Pro Ser 
370 375 380 

Ser Leu Glu Ser Ser Ser Glu Gin Lys Phe Tyr Asn Phe Val He Leu 
385 390 395 400 

His Ala Arg Ala Asp Glu His He Ala Leu Arg Val Arg Glu Lys Leu 
405 410 415 

Glu Ala Leu Gly Val Pro Asp Gly Ala Thr Phe Cys Glu Asp Phe Gin 
420 425 430 

Val Pro Gly Arg Gly Glu Leu Ser Cys Leu Gin Asp Ala He Asp His 
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440 445 
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Ser Ala Phe He He Leu Leu Leu Thr Ser Asn Phe Asp Cys Arg Leu 
450 455 460 

Ser Leu His Gin Val Asn Gin Ala Met Met Ser Asn Leu Thr Arg Gin 
465 470 475 480 

Gly Ser Pro Asp Cys Val He Pro Phe Leu Pro Leu Glu Ser Ser Pro 
485 490 495 

Ala Gin Leu Ser Ser Asp Thr Ala Ser Leu Leu Ser Gly Leu Val Arg 
500 505 510 

Leu Asp Glu His Ser Gin He Phe Ala Arg Lys Val Ala Asn Thr Phe 
515 520 525 

Lys Pro His Arg Leu Gin Ala Arg Lys Ala Met Trp Arg Lys Glu Gin 
530 535 540 

Asp Thr Arg Ala Leu Arg Glu Gin Ser Gin His Leu Asp Gly Glu Arg 
545 550 555 560 

Met Gin Ala Ala Ala Leu Asn Ala Ala Tyr Ser Ala Tyr Leu Gin Ser 
565 570 575 



Tyr Leu Ser Tyr Gin Ala Gin Met Glu Gin Leu Gin Val Ala Phe Gly 
580 585 590 
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Ser His Met Ser Phe Gly Thr Gly Ala Pro Tyr Gly Ala Arg Met Pro 
595 600 605 

Phe Gly Gly Gin Val Pro Leu Gly Ala Pro Pro Pro Phe Pro Thr Trp 
610 615 620 

Pro Gly Cys Pro Gin Pro Pro Pro Leu His Ala Trp Gin Ala Gly Thr 
625 630 635 640 

Pro Pro Pro Pro Ser Pro Gin Pro Ala Ala Phe Pro Gin Ser Leu Pro 
645 650 655 

Phe Pro Gin Ser Pro Ala Phe Pro Thr Ala Ser Pro Ala Pro Pro Gin 
660 665 670 

Ser Pro Gly Leu Gin Pro Leu He He His His Ala Gin Met Val Gin 
675 680 685 

Leu Gly Leu Asn Asn His Met Trp Asn Gin Arg Gly Ser Gin Ala Pro 
690 695 700 

Glu Asp Lys Thr Gin Glu Ala Glu 
705 710 



<210> 3 
<211> 2299 
<212> DNA 
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<213> Mus musculus 

<220> 
<221> CDS 
<222> (66).. (2261) 

<400> 3 

tcggttcgga acatgtctcc acccacccca ccctctgtgg ctccaggctt cattctcccc 60 

catcc atg gat aac cca ggg cct teg etc cgt ggt gee ttt ggc att eta 110 
Met Asp Asn Pro Gly Pro Ser Leu Arg Gly Ala Phe Gly He Leu 
15 10 15 

ggt gee ttg gaa agg gac agg ctg ace cac ctg aaa cac aag ctg ggg 158 
Gly Ala Leu Glu Arg Asp Arg Leu Thr His Leu Lys His Lys Leu Gly 
20 25 30 

agt ctg tgt tea ggc age cag gag tea aag ctt etc cat gee atg gta 206 
Ser Leu Cys Ser Gly Ser Gin Glu Ser Lys Leu Leu His Ala Met Val 
35 40 45 

etc ctg get ctg ggc cag gac acg gag gee agg gtc tct ctg gag tec 254 
Leu Leu Ala Leu Gly Gin Asp Thr Glu Ala Arg Val Ser Leu Glu Ser 
50 55 60 

ttg aag atg aac aca gta gee cag ctg gta gec cac cag tgg gca gac 302 
Leu Lys Met Asn Thr Val Ala Gin Leu Val Ala His Gin Trp Ala Asp 
65 70 75 
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atg gag acc aca gag ggc cct gag gag cct cca gac ttg tec tgg acg 
Met Glu Thr Thr Glu Gly Pro Glu Glu Pro Pro Asp Leu Ser Trp Thr 
80 85 90 95 



^-vl 72/ 



350 



gtg get cgc ctg tac cac ctg ctg get gag gag aac ctg tgt ccg gee 
Val Ala Arg Leu Tyr His Leu Leu Ala Glu Glu Asn Leu Cys Pro Ala 
100 105 HO 



398 



tec aca agg gac atg get tac cag gtg gec ctt cgt gac ttt gec tec 
Ser Thr Arg Asp Met Ala Tyr Gin Val Ala Leu Arg Asp Phe Ala Ser 
115 120 125 



446 



cag ggt gac cac cag ctg ggc caa etc cag aat gag gec tgg gat egg 
Gin Gly Asp His Gin Leu Gly Gin Leu Gin Asn Glu Ala Trp Asp Arg 
130 135 140 



494 



tgc agt tea gat ate aag ggg gac ccc agt ggt ttc cag cca etc cat 
Cys Ser Ser Asp He Lys Gly Asp Pro Ser Gly Phe Gin Pro Leu His 
145 150 155 



542 



tct cat cag ggt tec ctg cag cca cct tea gca tec cct gca gtg acc 
Ser His Gin Gly Ser Leu Gin Pro Pro Ser Ala Ser Pro Ala Val Thr 
160 165 170 175 



590 



aga age cag cct cgt ccc att gac aca cca gac tgg agt tgg gga cat 
Arg Ser Gin Pro Arg Pro He Asp Thr Pro Asp Trp Ser Trp Gly His 
180 185 190 



638 



acg tta cac tec acc aac age act gec tea ctg gec age cac eta gag 



686 
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Thr Leu His Ser Thr Asn Ser Thr Ala Ser Leu Ala Ser His Leu Glu 
195 200 205 
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ate age cag tea ccc act ctt gee ttt etc tct tea cac cat gga acc 
He Ser Gin Ser Pro Thr Leu Ala Phe Leu Ser Ser His His Gly Thr 
210 215 220 



734 



cat ggg ccc age aag eta tgt aac aca ccg ctg gac act cag gag cct 
His Gly Pro Ser Lys Leu Cys Asn Thr Pro Leu Asp Thr Gin Glu Pro 
225 230 235 



782 



cag ctt gtc cct gaa ggc tgc caa gaa cct gag gag ata age tgg cct 
Gin Leu Val Pro Glu Gly Cys Gin Glu Pro Glu Glu He Ser Trp Pro 
240 245 250 255 



830 



cca tea gtg gag acc agt gtc tec tta ggg tta cca cac gaa att age 
Pro Ser Val Glu Thr Ser Val Ser Leu Gly Leu Pro His Glu He Ser 
260 265 270 



878 



gtt cca gag gtg tct cca gag gag get teg ccc ate etc cct gac gee 
Val Pro Glu Val Ser Pro Glu Glu Ala Ser Pro He Leu Pro Asp Ala 
275 280 285 



926 



ctg get get cca gac aca agt gtc cac tgt ccc att gaa tgc aca gag 
Leu Ala Ala Pro Asp Thr Ser Val His Cys Pro He Glu Cys Thr Glu 
290 295 300 



974 



ttg tct aca aac tec agg tct ccc ctg acg tec acc aca gaa agt gtt 1022 
Leu Ser Thr Asn Ser Arg Ser Pro Leu Thr Ser Thr Thr Glu Ser Val 



mSE# 2003-3096230 



&gg 2002-349015 v : 74/ 




305 310 315 

gga aag cag tgg cct att aca agt cag agg tea cct cag gtt cct gta 1070 
Gly Lys Gin Trp Pro He Thr Ser Gin Arg Ser Pro Gin Val Pro Val 
320 325 330 335 

gga gat gat tct ctg cag aac acc acg tea tec age cct cct gee cag 1118 
Gly Asp Asp Ser Leu Gin Asn Thr Thr Ser Ser Ser Pro Pro Ala Gin 
340 345 350 



cca cca tec etc caa gee tec cct aag ctg cct cct tec cct ctg tec 1166 
Pro Pro Ser Leu Gin Ala Ser Pro Lys Leu Pro Pro Ser Pro Leu Ser 
355 360 365 

tct get tec tec ccg age age tac cct get cct cca acc tec aca tec 1214 
Ser Ala Ser Ser Pro Ser Ser Tyr Pro Ala Pro Pro Thr Ser Thr Ser 
370 375 380 

cct gtt ttg gac cac tea gaa aca tct gat cag aaa ttc tat aac ttt 1262 
Pro Val Leu Asp His Ser Glu Thr Ser Asp Gin Lys Phe Tyr Asn Phe 
385 390 395 

gtg gtt ate cat gee agg get gat gaa cag gtg gee eta cgt att egg 1310 
Val Val He His Ala Arg Ala Asp Glu Gin Val Ala Leu Arg He Arg 
400 405 410 415 

gag aag ctg gag acc etc ggg gta cct gac ggg gee acc ttc tgt gag 1358 
Glu Lys Leu Glu Thr Leu Gly Val Pro Asp Gly Ala Thr Phe Cys Glu 
420 425 430 
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gaa ttt cag gtg ccc ggg cgt ggt gag ctg cac tgt etc caa gat gec 1406 
Glu Phe Gin Val Pro Gly Arg Gly Glu Leu His Cys Leu Gin Asp Ala 
435 440 445 

ate gat cac teg ggg ttc acg ate ctg etc ctg act get age ttt gat 1454 
He Asp His Ser Gly Phe Thr He Leu Leu Leu Thr Ala Ser Phe Asp 
450 455 460 

tgc age ctg age ctg cat caa ate aac cat get etc atg aac age ctt 1502 
Cys Ser Leu Ser Leu His Gin lie Asn His Ala Leu Met Asn Ser Leu 
465 470 475 

aca cag tct ggg agg cag gac tgt gtg ate ccc etc etc cca ctt gag 1550 
Thr Gin Ser Gly Arg Gin Asp Cys Val He Pro Leu Leu Pro Leu Glu 
480 485 490 495 

tgt tct cag gee cag etc age cca gat aca acc aga ctg etc cac age 1598 
Cys Ser Gin Ala Gin Leu Ser Pro Asp Thr Thr Arg Leu Leu His Ser 
500 505 510 

att gtg tgg ctg gat gaa cac tec cca ate ttc gee aga aag gtg gca 1646 
He Val Trp Leu Asp Glu His Ser Pro He Phe Ala Arg Lys Val Ala 
515 520 525 

aac acc ttc aag aca cag aag etc cag gca cag egg gta cgc tgg aag 1694 
Asn Thr Phe Lys Thr Gin Lys Leu Gin Ala Gin Arg Val Arg Trp Lys 
530 535 540 
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aaa gcg cag gag gcc aga acc etc aag gag cag age ata cag ctg gag 
Lys Ala Gin Glu Ala Arg Thr Leu Lys Glu Gin Ser He Gin Leu Glu 
545 550 555 
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1742 



gca gag egg caa aac gtg gca gcc ata tct get gcc tac aca gcc tat 
Ala Glu Arg Gin Asn Val Ala Ala He Ser Ala Ala Tyr Thr Ala Tyr 
560 565 570 575 



1790 



gtc cat age tat agg gcc tgg caa gca gag atg aac aaa ctt ggg gtg 
Val His Ser Tyr Arg Ala Trp Gin Ala Glu Met Asn Lys Leu Gly Val 
580 585 590 



1838 



get ttt ggg aag aac ttg tea ctg ggg act cca aca ccc age tgg ccc 
Ala Phe Gly Lys Asn Leu Ser Leu Gly Thr Pro Thr Pro Ser Trp Pro 
595 600 605 



1886 



gga tgt cca cag cca ata cct tct cat cct cag ggt ggt act cca gtt 
Gly Cys Pro Gin Pro He Pro Ser His Pro Gin Gly Gly Thr Pro Val 
610 615 620 



1934 



ttc ccc tat tec cca cag cct cca tec ttc cct cag cct cca tgc ttc 
Phe Pro Tyr Ser Pro Gin Pro Pro Ser Phe Pro Gin Pro Pro Cys Phe 
625 630 635 



1982 



cct cag cct cca tec ttc cct cag cct cca tec ttc cca ctg cct cca 2030 
Pro Gin Pro Pro Ser Phe Pro Gin Pro Pro Ser Phe Pro Leu Pro Pro 
640 645 650 655 



gtc tct tec cca cag tec caa tec ttt cca tea gcc tec tec cca gcc 2078 
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Val Ser Ser Pro Gin Ser Gin Ser Phe Pro Ser Ala Ser Ser Pro Ala 
660 665 670 

cca cag act cca gga cct cag cct etc att att cac cat gec cag atg 2126 
Pro Gin Thr Pro Gly Pro Gin Pro Leu He He His His Ala Gin Met 
675 680 685 

gtt cag ctg ggt gtc aac aat cac atg tgg ggc cac aca ggg gec cag 2174 
Val Gin Leu Gly Val Asn Asn His Met Trp Gly His Thr Gly Ala Gin 
690 695 700 

tea tct gat gac aag act gag tgt teg gag aac ccc tgt atg ggc cct 2222 
Ser Ser Asp Asp Lys Thr Glu Cys Ser Glu Asn Pro Cys Met Gly Pro 
705 710 715 

ctg act gat cag ggc gaa ccc ctt ctt gag act cca gag tgaccaggtt 2271 
Leu Thr Asp Gin Gly Glu Pro Leu Leu Glu Thr Pro Glu 
720 725 730 



ggaccccacc tagatggcta gagtgaca 2299 



<210> 4 

<211> 732 

<212> PRT 

<213> Mus musculus 

<400> 4 

Met Asp Asn Pro Gly Pro Ser Leu Arg Gly Ala Phe Gly He Leu Gly 
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15 



Ala Leu Glu Arg Asp Arg Leu Thr His Leu Lys His Lys Leu Gly Ser 
20 25 30 

Leu Cys Ser Gly Ser Gin Glu Ser Lys Leu Leu His Ala Met Val Leu 
35 40 . 45 

Leu Ala Leu Gly Gin Asp Thr Glu Ala Arg Val Ser Leu Glu Ser Leu 
50 55 60 

Lys Met Asn Thr Val Ala Gin Leu Val Ala His Gin Trp Ala Asp Met 
65 70 75 80 

Glu Thr Thr Glu Gly Pro Glu Glu Pro Pro Asp Leu Ser Trp Thr Val 
85 90 95 

Ala Arg Leu Tyr His Leu Leu Ala Glu Glu Asn Leu Cys Pro Ala Ser 
100 105 HO 

Thr Arg Asp Met Ala Tyr Gin Val Ala Leu Arg Asp Phe Ala Ser Gin 
115 120 125 

Gly Asp His Gin Leu Gly Gin Leu Gin Asn Glu Ala Trp Asp Arg Cys 
130 135 140 



Ser Ser Asp He Lys Gly Asp Pro Ser Gly Phe Gin Pro Leu His Ser 
145 150 155 160 
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His Gin Gly Ser Leu Gin Pro Pro Ser Ala Ser Pro Ala Val Thr Arg 
165 170 175 

Ser Gin Pro Arg Pro He Asp Thr Pro Asp Trp Ser Trp Gly His Thr 
180 185 190 

Leu His Ser Thr Asn Ser Thr Ala Ser Leu Ala Ser His Leu Glu He 
195 200 205 

Ser Gin Ser Pro Thr Leu Ala Phe Leu Ser Ser His His Gly Thr His 
210 215 220 

Gly Pro Ser Lys Leu Cys Asn Thr Pro Leu Asp Thr Gin Glu Pro Gin 
225 230 235 240 

Leu Val Pro Glu Gly Cys Gin Glu Pro Glu Glu He Ser Trp Pro Pro 
245 250 255 



Ser Val Glu Thr Ser Val Ser Leu Gly Leu Pro His Glu He Ser Val 
260 265 270 

Pro Glu Val Ser Pro Glu Glu Ala Ser Pro He Leu Pro Asp Ala Leu 
275 280 285 

Ala Ala Pro Asp Thr Ser Val His Cys Pro He Glu Cys Thr Glu Leu 
290 295 300 

Ser Thr Asn Ser Arg Ser Pro Leu Thr Ser Thr Thr Glu Ser Val Gly 
305 310 315 320 
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Lys Gin Ti-p Pro He Thr Ser Gin Arg Ser Pro Gin Val Pro Val Gly 
325 330 335 

Asp Asp Ser Leu Gin Asn Thr Thr Ser Ser Ser Pro Pro Ala Gin Pro 
340 345 350 

Pro Ser Leu Gin Ala Ser Pro Lys Leu Pro Pro Ser Pro Leu Ser Ser 
355 360 365 

Ala Ser Ser Pro Ser Ser Tyr Pro Ala Pro Pro Thr Ser Thr Ser Pro 
370 375 380 

Val Leu Asp His Ser Glu Thr Ser Asp Gin Lys Phe Tyr Asn Phe Val 
385 390 395 400 

Val He His Ala Arg Ala Asp Glu Gin Val Ala Leu Arg He Arg Glu 
405 410 415 

Lys Leu Glu Thr Leu Gly Val Pro Asp Gly Ala Thr Phe Cys Glu Glu 
420 425 430 

Phe Gin Val Pro Gly Arg Gly Glu Leu His Cys Leu Gin Asp Ala He 
435 440 445 



Asp His Ser Gly Phe Thr He Leu Leu Leu Thr Ala Ser Phe Asp Cys 
450 455 460 

Ser Leu Ser Leu His Gin He Asn His Ala Leu Met Asn Ser Leu Thr 
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465 470 475 

Gin Ser Gly Arg Gin Asp Cys Val He Pro Leu Leu Pro Leu Glu Cys 
485 490 495 

Ser Gin Ala Gin Leu Ser Pro Asp Thr Thr Arg Leu Leu His Ser He 
500 505 510 

Val Trp Leu Asp Glu His Ser Pro He Phe Ala Arg Lys Val Ala Asn 
515 520 525 

Thr Phe Lys Thr Gin Lys Leu Gin Ala Gin Arg Val Arg Trp Lys Lys 
530 535 540 

Ala Gin Glu Ala Arg Thr Leu Lys Glu Gin Ser He Gin Leu Glu Ala 
545 550 555 560 

Glu Arg Gin Asn Val Ala Ala He Ser Ala Ala Tyr Thr Ala Tyr Val 
565 570 575 

His Ser Tyr Arg Ala Trp Gin Ala Glu Met Asn Lys Leu Gly Val Ala 
580 585 590 

Phe Gly Lys Asn Leu Ser Leu Gly Thr Pro Thr Pro Ser Trp Pro Gly 
595 600 605 

Cys Pro Gin Pro He Pro Ser His Pro Gin Gly Gly Thr Pro Val Phe 
610 615 620 
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Pro Tyr Ser Pro Gin Pro Pro Ser Phe Pro Gin Pro Pro Cys Phe Pro 
625 630 635 640 

Gin Pro Pro Ser Phe Pro Gin Pro Pro Ser Phe Pro Leu Pro Pro Val 
645 650 655 

Ser Ser Pro Gin Ser Gin Ser Phe Pro Ser Ala Ser Ser Pro Ala Pro 
660 665 670 

Gin Thr Pro Gly Pro Gin Pro Leu He He His His Ala Gin Met Val 
675 680 685 

Gin Leu Gly Val Asn Asn His Met Trp Gly His Thr Gly Ala Gin Ser 
690 695 700 

Ser Asp Asp Lys Thr Glu Cys Ser Glu Asn Pro Cys Met Gly Pro Leu 
705 710 715 720 

Thr Asp Gin Gly Glu Pro Leu Leu Glu Thr Pro Glu 
725 730 
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MACTGPSLPSAFD I L6AAGQDKLLYLKHKLKTPRP6CQ6QDLLHAMVLLKLGQETEARI S 
MDNPGPSLRGAFG I LGALERDRLTHLKHKLGSLCSGSQESKLLHAMVLLALGQDTEARVS 
* **** ** **** :*:* :***** : . *. * . . ******* * ***:****:* 

LEALKADAVARLVARQWAGVDSTEDPEEPPDVSWAVARLYHLLAEEKLCPASLRDVAYQE 
LESLKMNTVAQLVAHQWADMETTEGPEEPPDLSWTVARLYHIXAEENLCPASTRDMAYQV 

**:** I:**:***:***.:::**. ******:**: ********=m* : 4«m^ 

AVRTLSSRDDHRLGELQDEARNRCGWD I AGDPGS I RTLQSNLGCLPPSSALPSGTRSLPR 
ALRDFASOGDHQLGQLQNEAWDRCSSD I KGDPSGFQPLHSHQGSLOPPSASPAVTRSQPR 

*:* ;:*:.**:**:**:** :**. ** ***. . ::.*:*: *.**.***: ***** 

P I DGVSDWSQGCSLRSTGSPASLASNLE I SOSPTMPFLSLHRSPHGPSKLCODPQASLVP 
P I D-TPDWSWGHTLHSTNSTASLASHLE I SQSPTLAFLSSHHGTHGPSKLCNTPLDTQEP 

*** *** * :*;**.*.*****:********:.*** *:..*******: * * 

EPVPGGCQEPEEMSWPPSGE I ASPPELPSSPPPGLPEVAPDATSTGLPOTPAAPETSTNY 
QLVPEGCQEPEE I SWPPSVETSVSLGLP — HE I SVPEVSPEEASP I LPDALAAPDTSVHC 

: ** *******:***** * : . ** . :***:*: :*. ***: **♦:**. : 

PVECTEGSAGPQSLPLP I LEPVKNPCSVKDQTPLQLSVEDTTSPNTKPCPPTPTTPETSP 
P I ECTELSTNSRSPLTSTTESVGKQWP I TSQRSPQVPVGDDSLQNTTSSSPPAQPPSLQA 

*:**** *:.. :* *.* : . :..* . *:.* * : ** *. . .*. .. 

. JJR 

ppppppp SSTPCSAHLTPSSLFPSSLESSS-EQKFYNFV I LHARADEH I ALRVREK 

SPKLPPSPLSSASSPSSYPAPPTSTSPVLDHSETSDQKFYNFVV I HARAOEQVALR I REK 
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LETLGVPDGATFCEEFQVPGRGELHCLQDA I DHSGFT I LLLTASFDCSLSLHQ I NHALMN 
**:***********:********* *********.* *****:.*** *****:*:*:*. 

1 

NLTRQGSPDCV I PFLPLESSPAOLSSOTASLLSGLVRLDEHSQ I FARKVANTFKPHRLQA 
SLTQSGRQDCV I PLLPLECSQAQLSPDTTRLLHS I VWLDEHSP I FARKVANTFKTQKLQA 
.**:.* *****:**** * ****.*+: ** . :* ***** ***********. : :*** 

RKAMWRKEODTRALREQSQHLDGERMOAAALNAAYSAYLQSYLSYOAQMEQLQVAFGSHM 
QRVRWKKAQEARTLKEQS I QLEAERQNVAA I SAAYTAYVHSYRAWQAEMNKLGVAFGKNL 

::. *:**::*:*:*** :*:.** :.**:.***:**::** ::**:*::*****.:: 

SFGTGAPYGARMPFGGQVPLGAPPPFPTWPGCPQPPPLHAWQAGTPPPPSPQPAAFPOS- 
SLGTPTPSWPGCPQP— I PSHPQGGTPVFPYSPQPPSFPQPPCFPQPPSFPQPPSFPLPP 

*:** :* . * :* . *. :* .****. : . . **. ***. :** . 

LPFPQSPAFPTASPAPPQSP6LQPL 1 1 HHAQMVQLGLNNHMWNQRGSQAPEDKTQEAE — 
VSSPQSQSFPSASSPAPQTPGPQPL 1 1 HHAGMVQLGVNNHMWGHTGAQSSDDKTECSENP 

*** : ** : **. _ **;** ************** : *+***. : *:*:.: *** : : * 
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